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Che Evward Stirling Lectures, 


LECTURE I: TREATMENT OF HYPERTENSION. 


By J. G. Haypen, C.B.E., E.D., M.D., F.R.C.P., F.R.A.C.P., 
Physician to In-patients, Saint Vincent’s Hospital, 
Melbourne. 


Tue subject I have chosen for this lecture would, I 
believe, have had the approval of that great clinician and 
physiologist whose memory we are honouring tonight. 
Edward Stirling was .essentially a physiologist with a 
clinical outlobk, and hypertension is a clinical condition 
associated with disordered physiology. In recent years 
animal research has shed some light on the etiology and 
treatment of this condition, but we are still far from @ 
solution of the main problems involved. The experimental 
physiology of the production of hypertension was discussed 
in 1950 by a previous Stirling lecturer, and tonight I 
propose to discuss the treatment of the condition known as 
essential or idiopathic hypertension. I shall not deal with 


1 Delivered on August 18 and 20, 1953, at Adelaide. 


any of the types of hypertension for which causes are 
known other than to sound a warning that these types 
should be excluded before treatment for the special variety 
known as essential hypertension is commenced. 


The normal limit of blood pressure in varying age groups 
is not well recognized, and an inelastic standard may lead 
to unnecessary treatment and invalidity. Good clinicians, 
recognizing the ease with which ephemeral rises of pres- 
sure occur, do not make a diagnosis of the condition unless 
repeated readings confirm the existence of hypertension. 


- A reading which is constantly above 150 millimetres of 


mercury (systolic) and 95 millimetres (diastolic) is 
regarded as abnormal; but rarely does a patient require 
treatment for hypertension unless his systolic pressure is 
over 180 millimetres of mercury and his diastolic pressure 
110 millimetres, or unless complicating vascular degenera- 
tion is present. Masters et alii (1951) have published new 
standards for normal pressures at different age periods 
and for the lower levels of hypertension. They state that 
existing levels are unsatisfactory, as they have been chosen 
largely from insurance statistics, which are based on a 
selected age group which is predominantly male. Examples 
of the standards recommended are, at the age of thirty-five 
to thirty-nine years, for males, systolic pressures ranging 
from 110 to 145 millimetres of mercury and diastolic pres- 
sures of 68 to 92 millimetres. The lower level of hyper- 
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tension for this age group is 160 millimetres of mercury, 
systolic, and 100 millimetres, diastolic. At the age of 
fifty-five to fifty-nine years the range is 115 to 165 milli- 
metres of mercury, systolic, and 70 to 100 millimetres, 
diastolic. The lower limit of hypertension is regarded as 
180 millimetres of mercury, systolic, and 108 millimetres of 
mercury, diastolic. 

ve hypertension in the young is admittedly a 


Progressi 
* gerious condition; but the existence of high blood pressure 


in the elderly is compatible with normal life expectancy. 
It has been stated that patients over the age of fifty-five 
years at the time when hypertension is recognized, who 
have no evidence of cardiac, cerebral or renal disease, can 
on the average expect to live within three years of the 
normal life span. As no simple treatment for hypertension 
is available, the worst service that can be done to elderly 
patients with symptomless hypertension of mild degree is 
to inform them of their blood pressure reading. Many iets 
patients are converted into invalids or are unn 

deprived of their earning capacity through unwise solici- 
tude on the part of their physician. _ 

_ Reassurance, weight reduction and mild sedation are 
still the main forms of treatment for the majority of hyper- 
tensive individuals. Too many elderly patients are deprived 
of meat and salt, with unfortunate results on their nutri- 
tion, or their pleasures are unnecessarily restricted by a 


“complete ban on alcohol and tobacco. Drinking or smoking 


in excess should be frowned upon; but occasional 
drinking or moderate smoking has never been proved to 
have any effect on the production or exacerbation of hyper- 
tension. Smoking should perhaps be forbidden if there is 
evidence of coronary sclerosis,-as there is —e 
evidence that nicotine reduces coronary blood flow. 


Few symptoms in hypertensive individuals are related 
to the hypertension per se, but are. due to accompanying 
vascular degeneration. Heart failure or coronary disease 
is the most common cause of death. Cerebral hemorrhage 
occurs in about 14% of patients and renal insufficiency in 
7%. A high percentage of hypertensive patients present 
for the first time when one of these complications occurs, 


and the treatment required is that of the presenting | 


disease. 

It has long been debated whether lowering of the blood 
pressure could prevent the development of vascular 
degeneration with its consequent interference with func- 
tion or whether, when vascular degeneration is preesnt, 
hypotensive measures would tend to precipitate extension 
of the pathological changes. Most forms of degeneration 
are irreversible; but in experimental animals it has been 
shown that decrease in cardiac size can be achieved if 
the hypertension is relieved. Until recently, as far as 
human beings were concerned, this was a somewhat 
academic argument, as there was no practicable thera- 
peutic procedure which effectively. reduced high blood 
pressure. The use of sympathectomy showed that in some 
cases lowering of the blood pressure improved cardiac, 
renal or cerebral circulation, and research was made for a 
drug that would produce the same effect. 


Hypotensive agents fall into three main groups, 
depending on their site of action. Some drugs, such as 
“VYeriloid”, act centrally; others, such as the Seathaetiens 
compounds, block transmission. through ganglia; while 
still others; such as dibenzylene, are peripheral blocking 
agents preventing transmission from the sympathetic 
nervous system to the end organ. There is as yet no 
really satisfactory hypotensive drug, but the ganglionic 
blocking agents give promise for the future. At present 
the methonium compounds are the ‘most widely used, and 
although not very satisfactory they are the only drugs 
which have, in clinical practice, produced hypotension 
lasting for a moderate period without excessive toxic 
effects. It is my opinion that reduction in pressure care- 


- fully performed is of value in the treatment of patients 


with severe hypertension; but owing to the difficulty in 


controlling the drug therapy, such ganglionic blocking . 


agents should be used only the treatment of 
patients without symptoms, with a diastolic pressure 
120 millimetres of mercury, and of those patients in whom 


theré is evidence of cardiac, cerebral or renal damage 
without severe renal insufficiency, or those patients with 


retinal changes interfering with sight. 


Ganglionic Blocking Agents. 


In the four years since Paton and Zamis described the 
ganglionic blocking properties of the methonium group of 
drugs, many clinicians have treated hypertensive patients 
with these compounds and have published conflicting 
reports. Much of the conflict is caused by lack of a stan- 
dard procedure in taking the pressure and by an assump- 
tion that injections of the drug can be interchanged in a 
fairly definite ratio of dosage with oral administration. As 
the main fall in pressure occurs when the patient is in 
the upright position, it is essential that a reliable person 
take the blood pressure with the patient in that position, 
for if the readings are taken with the patient lying down, 
the full effect of the drug may not be noticed, the dose 
may be increased and syncope may occur. In patients 


‘who are bedridden and unable to stand out of bed for 


estimation of the blood pressure, the readings should be 
taken with the patient sitting upright. 


Ambulation during the period of stabilization of the 
drug dosage is to be preferred to bed rest, as the patients 
are treated with the full postural effect present and the 
dosage is adjusted more accurately to their subsequent 
degree of mobility. It is no use stabilizing a patient at 
rest without further. instruction and then sending him 
home to earn his living. Just as a diabetic patient is best 
stabilized while ambulatory, even though for ease of 
management he is admitted to hospital, so hypertensive 
patients, who are being treated with hexamethonium, 
should have their dose regulated while they are up and. 
about. In this way many of the minor discomforts that 
occur will be reported while the patient is under. super- 
vision, and he can be instructed as to the cause of the 
symptoms and the method of avoidance or relief. It is my 
custom to admit to hospital only patients who are suffer- 
ing from congestive failure or severe renal or cerebral 
disease, the remainder of the hypertensive patients being 
treated at a clinic where a trained nurse, under super- 
vision, organizes their management. In this way, with one 
person taking the readings at fixed intervals after ingestion 
or injection of the drug, comparable figures are obtained at 
each visit of the patient. The blood pressure is taken 
according to the suggestions .of the Committee for 
Standardization of Blood Pressure Reading (1939). . 


Each patient who is deemed suitable for treatment: with 
hexamethonium is first thoroughly investigated and if 
there is any suspicion of renal abnormality intravenous 
pyelography is undertaken. An electrocardiographic exam- 
ination and fluoroscopic screening of.the heart are carried 
out as a routine procedure. Such patients are then referred 
to the clinic, where it is usual to try first the effect of 
hexamethonium given by mouth, unless the patient is very 
ill and it seems wise to undertake the form of treatment 
which is more likely to be effective immediately; in 
that case, subcutaneous injections of the drug, as first 
suggested by Smirk, are commenced. The patient has his 
resting blood pressure taken and is then given one tablet 
of hexamethonium, and the pressure is then recorded: at 
half-hourly intervals usually up to two hours. The main 
fall occurs about one hour to two hours after ingestion. 
If no appreciable alteration occurs, the patient is brought 
back the next day and the effect of two tablets is tested. 
If there has been an effective fall with two tablets, he is 
given one tablet three times a day before meals, and if 
there has been considerable effect With one tablet he is- 
given half a tablet and examined again in two or three . 
days’ time. Two patients have reported the occurrence 
of overdosage symptoms on half a tablet three times a 
day, but they were both nervous individuals and their tests 
did not reveal any pronounced fall in blood pressure. Once 
an effective dose has been found, the patient is advised to 
continue with it; but as tolerance frequently develops, the 
dose may have to be increased. This is done by the trial 
test of an increased dose. As opposed to increased toler- 
ance, in three patients apparently well stabilized, the 
tolerance decreased and the dose had to be reduced. For 
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this reason, although a patient has been given what appears 
an appropriate dose, should he complain of symptoms he 
should be retested (Table I). McQueen (1952) has made 
the same observation. For the great majority of patients 
the maximum dose should be four tablets three or four 
times a day. Any larger dose is apt to produce excessive 
side-effects, particularly in the gastro-intestinal tract; this 


TABLE I. 
Mrs. F.: Example of Decreased Tolerance to Heaamethonium Bromide. 
Blood Pressure After Dose. 
Original Blood (Millimetres of Mercury.)* 
Pressure.’ | Before Dose. Dose. 
(Millimetres | (Millimetres : One and 
of Mercury.)*| of Mercury.)* Half an One Half 


a 
Hour. Hour. Hours. 


2 tablets. 154/110 | 168/110 | 184/130 


6/12/62 : 
230/180 168/120 
2 tablets. | 108/80 | 114/88 - 


130 | 174/120 


1 Original blood pressure refers to pressure before treatment was commenced. 
* Systolic/diastolic. 


® Blood pressure before dose refers to pressure during treatment immediately 
before administration of the drug. 


makes it inadvisable to continue even though a satisfac- 
tory fall in pressure has occurred. Oral administration is 
erratic because of variations in absorption, and should the 
total dose be absorbed, toxic effects would occur. There is 
considerable individual variation in the amount of drug 
absorbed; approximately the same amount is excreted by 
patients who are receiving relatively small doses paren- 
terally as by those receiving very much larger doses by 
mouth. Despite the relative inefficiency of oral administra- 
tion, the condition of some patients can be successfully 
controlled, and a larger number in whom there is no pro- 
nounced alteration in pressure state that symptomatically 
they are greatly improved (Table II). The main symptom 


TABLE II. 
Examples of Blood Pressure Falls During Stabilization Period. 
Original Blood Blood Pressure After Dose. 
Blood Pressure : (Millimetres of Mercury.)* 
Half an On One 
e a 
IMercury.)** Hour. Hour. Hours. 
220/110 166/110 1 tablet. 140/100 | 150/104 | 156/108 
220/130 210/115 8 tablets. 165/108 145/105 148/102 
246/140 256, 1 tablet. 235/185 182/120 


204/140 
250/130 | 230/115 | 1 tablet. 170/106 | 164/100 | 174/108 
220/130 | 175/120 | 30milli-| 156/115 | 164/110 | 160/120 
‘. | 140/116 | 170/180 | 196/140. 
- | 140/110 | 170/122 | 178/120 
milli-| 180/140 | 196/146 | 188/146 


- | 160/104 | 160/112 | 180/130 
- | 106/80 130/86 144/90 
milli-| 154/104 | 176/120 | 194/128 


230/180 | 212/114 


80 
65 
250/156 | 224/156 | 45m i 
55 

230/150 | 198/140 | 20 


1 Original blood pressure refers to pressure before treatment was commenced. 


Systolic/diastolic. : 
® Blood pressure before dose refers to pressure during treatment immediately 
before administration of the drug. , 


relieved, as with sympathectomy, is headache. Poor renal 
function leads to poor excretion of the drug, and a small 
dose given to a patient with an increased blood urea level 
frequently will lead to a pronounced decrease in blood 
pressure and relief of headache without in any way 
affecting the natural course of the disease. 


For example, a male patient, aged forty years, with a 

systolic blood pressure of 210 millimetres of mercury due 
to nephritis, who complained of violent headache when his 
dosage was one tablet a day, was relieved of his headache 
and his systolic blood pressure fell to 140 millimetres of 
mercury; but his blood urea level remained at 100 milli- 
grammes per 100 cubic centimetres, and one year later he 
died of 
A rising blood urea level in a patient under treatment is 
of serious significance, as lowering of the blood pressure 
may precipitate renal failure in subjects with severe kidney 
damage. The death of two patients in uremia was, I 
consider, accelerated by reducing the pressure. 


Liver failure appears to be another cause of persistent 
action of the drug in small dosage, as the following case 
shows, although it has been stated that all the drug 
absorbed is excreted-by the kidneys and not acted on in the 
body (Milne and Oleesky, 1951). 


A male patient, aged fifty-five years, was admitted to hos- 
pital in gross congestive failure with hypertension with a 
reading of 220 millimetres of mercury, systolic, and 150 milli- 
metres, diastolic. He had been a heavy drinker and did not 
respond well to rest, the administration of digitalis and 
mercurial diuretics or vitamin B injections; but after his 
legs had been tapped and treatment with injections of 
hexamethonium had been given, the congestive failure was 
remarkably relieved, his weight falling from 16 stone to 
10 stone, and his heart decreased greatly in size (Figures I 
and II). After he had been given hexamethonium for three 
~weeks he developed marked overaction of the drug that lasted 
for many hours, and it was found that one injection would 
maintain hypotension for eight to twelve hours (Table III). 


Blood Pressure. 
_—— of (Millimetres of Mercury.)* 


Mercury.)* | grammes.) | lla.m.| 1 p.m. | 5pm. | 7 p.m, 


25/10/52 180/110 120 110/70 | 140 90 130/80 a 
26/10/52 280/115 110 140/80 120/80 a 
29/10/52 180/120 90 140/90 | 180/80 | 180/80 | 110/60 
‘ by : pressure, 220 millimetres of mercury (systolic) and 150 millimetres 
* Systolic/diastolic. 


*a, Unable to stand. 


His blood urea level at this stage was 20 milligrammes per 
100 cubic centimetres, and-his urea concentration was normal. 
The results of his liver function tests were abnormal. By 
great reduction of the dose his pressure could be kept at 
normal levels and the duration of action of the drug was 
decreased. Clinically he made an excellent improvement 
while under observation, but was of the type that was 
unlikely to be able to continue treating himself satisfactorily. 

One of the main essentials in successful treatment with 
hexamethonium is an intelligent patient. 


Stabilization by subcutaneous injection is commenced in 
a dosage of 10 milligrammes and the pressure is taken, 
as with oral administration, at half-hourly intervals. The 
main fall occurs as a rule between fifteen and forty-five 
minutes later. If there is no pronounced reaction with 
this dosage a dose of 20 milligrammes is tried and then the 
dose is increased by 10 milligrammes at a time. When a 
moderate fall is obtained the patient is instructed in 
giving his own injections and is examined in a few days 
and the effect of his injection observed. It usually takes 
about ten to fourteen days to stabilize a patient, although 
further increases or, more rarely, decreases in dosage. may 
have to be made for some months. A tuberculin syringe 
should be used, and as the solution of hexamethonium is 
10%, the figure in hundredths on the syringe corresponds 
to the dosage of the drug in. millimetres. One practical 
difficulty is that many of the available syringes are poorly 
made, and the markings are not etched but painted on the. 
syringe and with use tend to wear off. One of the errors. 
made by the inexperienced is to assume that because there 
has been no depressor effect with a large dose of tablets, 


TABLE IIT. 
Prolonged Fall in Blood Pressure, Presumably Due to Liver Disease.” a 
9 a.m.: 
Blood 
Pressure. 
Date. | (Millimetres 
of Milli- 
4 


a 
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my experience there is no fixed relationship between the 
oral and subcutaneous requirements of individual patients, 
although on the average, as is stated by some authors, the 
oral dose is ten to fifteen times greater than the parenteral 
dose. Occasionally, when our experience at the clinic was 
limited, a dose of 20 or 30 milligrammes was used initially 
in the treatment of a patient who had failed to respond to 
moderately large oral doses, and syncope was produced. 
This is illustrated in Table IV. 


IV. 
Blood Pressure Changes in Mrs. 
Tnitial (Millimetres of Mercury 
Pressure. Dose of 
of Meroury,)* After After One and 
Half an | One a Half 
Hour. Hour. Hours. 
230/150 4 lets (given 225/150 | 225/150 | 220/125 
280/150 20 136/100 140/110 115/100 
Systolic/diastolic, 


It has been our experience that the morning dose usually 
should be smaller than the doses at midday and in the 
evening. Weakness or faintness in the morning from a 
dose that produces no symptoms later in the day has been 
a common complaint of patients. This symptom is not 
always associated with an excessive fall in blood pressure 
and may in some instances, as suggested by Moyer et alii 
(1953), be due to a curare-like effect of the drug. Reduction 
in dosage abolishes the sensation. The difference between 
the effective and non-effective dose is frequently only five 
to ten milligrammes, and consequently injection therapy 
should not be used unless proper control of stabilization 
as has been described is instituted. Control requires only 
an intelligent nurse or technician who has the time to 
take frequent blood pressure readings in the early days 
of the therapy, and this should be possible in a well- 
organized practice. The patient requires to be examined 
by the doctor only twice a week, provided that the tech- 
nician refers to him any difficulty that arises. Unless the 
physician organizes such a system, dissatisfaction with the 
effects of the drug is bound to occur, Visits by the patient 
at varying times after his injection will not give a true 
estimate of the effect that therapy is having. Patients 
require to be examined only every month when properly 
adjusted to the drugs. Smirk (1953) allows intelligent 
patients to alter their own dosage according to the pro- 
duction of unsteadiness on standing upright for one 
minute by the clock. If no swaying occurs, the drug can 
be increased by five to ten milligrammes. This has been 
our practice for the past year, and patients who have been 
allowed to adopt this method have managed to maintain 
the required dose. Such patients become quite accurate in 
estimating, by their sensations, whether their blood 
pressure is up or down. 

One patient, a dentist, whose blood pressure was origi 
250 millimetres of mercury, systolic, and 150 millimetres, 
diastolic, and who reduces it temporarily to 140 millimetres 
of mercury, systolic, and 100 millimetres, diastolic, after 
injection, knows if the fall has been greater than usual and 
will put off an extraction for ten minutes until she is 
certain that her blood pressure is ata more satisfactory 
level. Her intuition has been checked by the trained sister 
at the Dental Clinic and on other occasions by myself, and 
her estimate of her pressure is generally remarkably 
accurate. 

The main objection to parenteral injection is the short 
action of the drug, which requires three injections a day. 
In some cases one dose, usually the midday dose, can be 
replaced by tablets; but this is unusual, as injection is 


‘rarely used in the treatment of patients who respond in - 


any degree to oral administration. Naturally patients do 
not desire injections three times a day, and they should 
not be subjected to this procedure unless the severity of 


a large initial parenteral injection can be safely given.’ In 


their illness merits such a course. Patients who are 
really ill and benefit by treatment rarely complain, and I 
have often marvelled at the ease with which they accept 
their. exacting therapy. ° 

My use of the drug extends over two and a half years, 
but for the first eighteen months most of the patients 
treated were in a public hospital or were private patients 
stabilized in hospital and subsequently checked at my 
rooms or by their referring doctors. In the past year the 


- organization which I have described has been’ used, and 


for this reason in discussing toxic effects I propose to deal 
with 83 private patients examined at the clinic in con- 
junction with Dr. John Billings. In this group 54 were 
treated by oral administration of the drug and 29 by 
injection. The average age of the orally treated was 
fifty-one years and that of those treated by injection was 
forty-six years; 32 were males and 51 were females. Nine 
patients have died—three of renal failure, two of coronary 
occlusion, three of strokes, and another suddenly, the 
cause of death not being determined. Faintness of varying 
degrees was the commonest effect of the drug and occurred 
on at least one occasion in'55 of the 83 patients. In many 
of these patients the faintness was most common in the 
morning, and in a further 15 it occurred only in the 
morning. Faintness was not a constantly recurring symp- 
tom and in most was very slight, and it usually occurred 
during the period of stabilization and was not sufficient 
to make the patient discontinue the drug. Severe weak- 
ness and faintness were very much more common in the 
early stages before the administration was properly con- 
trolled. Nausea, vomiting, diarrhea and constipation have 
not been very common symptoms in the past year, as the 
giving of large doses by mouth was not persisted with, 
and either parenteral therapy was commenced or the drug 
was discontinued. The details are set out in the following 
tabulation. 

Number of patients, 83; number of injections, 29; 

number of tablets, 54. 

Abdominal Symptoms: Pain, three cases; nausea, six 
cases; severe constipation, six cases; vomiting, 
three cases; diarrhoea, six cases. 

” Cerebral Symptoms: Headache, one case; unconscious- 
ness, two cases; confusion, two cases; increase 
of cerebral symptoms, five cases; vertigo, 
cases. 

Cardio-vascular Symptoms: Faintness, 55 cases; morn- 

ing weakness, 15 cases; “pins and needles’, 10 
cases; Raynaud’s syndrome, two cases. 

Visual Disturbances: Ten cases. 

An unusual complication which I have not seen reported 
previously was the development of Raynaud’s syndrome in 
two patients—sufficiently severe in one patient to require 
discontinuance of the drug in winter unless he was pre- 
pared to stay in bed until the main effect of the morning 
injection had worn off. The spasm occurred at the height 
of the drug’s action, which was half an hour after injection 
or one and a half hours-after oral administration. This 
patient was very loath to give up the drug, as the failure 
of the left side of his heart had been greatly relieved 
since he had been under treatment, and he found ultimately 
that the arterial spasm was less with pentamethonium. 
Ten patients complained of occasional “pins and needles” 
in the hands in the absence of any objective phenomena, 
and presumably this symptom was similar in causation to 
the more severe Raynaud’s syndrome. 

Of patients with previous cerebro-vascular disease, an 
overdose of the drug in five produced a temporary exacer- 
bation of their neurological signs. For example, a man 
who walked without a limp after a-hemiplegia began 
swinging his leg when his pressure fell too low. Another 
patient had a recurrence of slight aphasia. In no case did 
permanent cerebral damage develop from excessive hypo- 
tension. Six patients complained, among other symptoms, 
of pain in the chest, but in only one did this pain appear 
to be due to coronary ischemia, and this patient had 
previous evidence of angina of effort. Visual disturbances 
occurred in ten patients and usually consisted of tem- 
porary blurring of vision at the height of the drug’s 
action; in most cases they passed off in a few weeks. In 
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none of these patients was the visual upset sufficient to 
warrant the use of glasses with a “plus” correction. Two 
men complained of lack of potency, which was relieved if 
the drug was stopped for a day. 


Results of Treatment. 


* ‘This pories confirmed my original view (Hayden, 1952) 
that patients with left ventricular failure responded 
extremely well to hexamethonium therapy. Such patients 
became less breathless, and the frequency of the attacks 
of nocturnal dyspnea diminished or the attacks ceased. 
In some instances the heart decreased considerably in size, 
there was no consistent pattern of electrocardiographic 
change, and from the experience in patients with full 
exercise tolerance following coronary occlusion one would 
not expect the electrocardiographic tracing to be an index 
of functional improvement. Most patients with left ven- 
tricular failure required injections of the drug, but from 
the patient’s point of view the annoyance was well worth 
while. One patient who formerly had had attacks of pul- 
monary edema nearly every fortnight has not had an 
attack for two years since treatment was _ instituted. 
Angina is not a contraindication provided that the pressure 
is not lowered too suddenly, and our experience is that 
the effort tolerance is improved with treatment. This has 
been noted by other observers (for example, Moyer, 1953). 


This treatment did not prevent patients-with previous 
cerebro-vascular disease from dying from strokes during 
therapy, even though their headache and cardiac symptoms 
were relieved. 

Such-a short time has elapsed since the ganglionic 
blocking agents were introduced that it is impossible for 
anyone to form a long-term opinion as to whether the 
percentage of cerebro-vascular deaths is likely-to be 
reduced. It may be that cerebral circuation is improved 
if the- pressure is not reduced too low, and one patient in 
this series was treated, at the request of his doctor, against 
our better judgement, with unexpected improvement. 

He was man, aged fifty years, with apparent gross 
cerebral arteriondiaveels as evidenced by lack of memory and 
concentration, slow speech and mask-like face. He was a 
misic teacher and had to give up teaching. After a month’s 
treatment he resumed teaching, was quicker in his speech 
and was again able to type and send out his accounts. On 
most criteria he was a most unsuitable patient for the use 
of hexamethonium. 

Patients with renal disease do badly, although it is 
possible for some of the fundal changes to improve and 
papilledema may disappear. This group do badly with 
any form of treatment, although an oecasional dramatic 
result has been reported following sympathectomy. In our 
series, as has previously been mentioned, two patients 
were probably precipitated into uremia when their blood 
pressure was effectively lowered. Such has been the experi- 
ence of other observers. I have had very little experience 
in treating pregnant women suffering from severe hyper- 
tension; but two patients seemed to be greatly benefited 
by hexamethonium and had a successful obstetrical out- 
come, which was not regarded as a likely result: without 
treatment. 

Mrs. C., in 1944, had high blood pressure and “kidney 
collapse”. Labour was induced and resulted in a still-birth. 
In 1946 she had high blood pressure at seven months’ gesta- 
tion. Accidental hemorrhage occurred and labour resulted 
in a still-birth. In 1949, when she was two months pregnant, 
bilateral sympathectomy was performed. She had a mis- 
carriage at five months. In 1952, when two months preg- 
nant, she was given hexamethonium, and ultimately a live 
baby. was delivered by Cesarean section. This patient’s 
blood pressure had been 230 millimetres of mercury, systolic, 
and 150 millimetres, diastolic, and was kept by hexa- 
methonium during pregnancy in the region of 160 to 180 
millimetres of mercury, systolic, and 110 millimetres, 
diastolic. 

H ion in pregnant women seems an indication 
for the use of the drug despite the lack of success in 
some reported cases (Morris, 1953). It is certain. that 
in some pregnant women the hypertension can be greatly 
reduced by hexamethonium treatment; for example, a 
reading of 230 millimetres of and 150 
millimetres, diastolic, after injection of 20 milligrammes 


fell in one hour to 140 millimetres of mercury, systolic, 
and 110 millimetres, diastolic.. It is not as yet established 
pa reduction .of blood pressure per.se will protest the 
‘cetus. 

My.conclusion is that hexemethonfnm does not all 
the requirements for a suitable hypotensive drug, in that 
it is not free from side-effects. Its: use requires great 
care, it very frequently needs to be given by injection, and 
its time of action is short) Smirk (1953) reports that 
“M & B 2050A” is a more suitable drug for oral use; but 
as subhypertensive amounts remain in the blood-stream for 
a longer.period than hexamethonium, added difficulty is 
met with in deciding the later doses of the day, especially 
when the drug is given by injection. My experience with 
this drug is limited; but in two patients with negligible 
fall in pressure during a test period of two hours, sudden 
syncope occurred three hours later. It would appear that 
to prevent such accidents the test period during the stabi- 
lization must extend over six hours, which is not always 
a practicable procedure. The action of hexamethonium can 
be prolonged by its solution in polyvinyl pyrollidine or 
dextran, 20,000 molecule strength. “Vegolysin Retard”’— 
that is, a 20% solution of hexamethonium in vinyl pyrolli- 
dine—is now available commercially and is quite a satis- 
factory preparation; but although it is true that on the 
average patients require double the dose of hexamethonium 
in solution, occasionally a much smaller amount is suf- 
ficient. The use of a long-acting drug has certain 
advantages, but the disadvantage is that if the dose is 
excessive the toxic results last for a correspondingly long 
period. For example, one patient stabilized on 25 milli- 
grammes of hexamethonium was given the same dose in 
dextran instead of the slightly larger dose recommended, 
with the result that her blood pressure fell from 220 
millimetres of mercury, systolic, and 145 millimetres, 
diastolic, to 110 millimetres of mercury, systolic, and 80 
millimetres, diastolic, and nine hours later her systolic 
pressure was only 130 millimetres of mercury. Despite 
these difficulties, methonium compounds are at present the 
most effective hypotensive drugs known, and do not, 
unlike many other hypotensive drugs, produce tachycardia 
or initial stimulation of ganglia. Recently they have been 
combined with an antihistamine drug which also has a 
central action, apresoline; but it would seem that the 
drug’s toxic effects outweigh its advantages (Khan, 1953; 
Moyer, 1953). 

A different type of drug—Rauwolfia serpentina—which 
has been used in India for ten years has been confirmed as 
a mild hypertensive agent by American observers 
(Wilkins, 1952), and may be especially useful in nervous 
individuals at the menopausal age, as it is mildly hyp- 
notic; but it seems to have the disadvantage of tending to 
cause increased weight. Two patients treated with this 
drug baye responded very satisfactorily. 

One patient, a woman, aged forty-five years, with an 
original blood pressure reading of 210 millimetres of mercury, 
systolic, and 110 millimetres, diastolic, and suffering from 
headaches, was relieved of her symptoms by three tablets 
of hexamethonium three times a day. For six months her 
blood pressure was 180 millimetres of mercury, systolic, 
and 110 millimetres, diastolic, falling to 160 millimetres of 
mercury, systolic, and 100 millimetres, diastolic, after the 
ingestion of tablets. The hexamethonium was discontinued 
and she was given one tablet of Rawwolfia serpentina; 
her blood pressure fell to 150 millimetres of mercury, systolic, 
and 90 millimetres, diastolic, and a week later after taking 
two tablets a day to 140 millimetres of mercury, systolic, 
and 80 millimetres, diastolic. She felt much improved, and 
at no time in the previous six months had such low levels 
been observed. 

The drug was also tried on three patients with severe 
hypertension without much effect. 


Sympathectomy. 

Treatment by sympathectomy has been in force for 
many years, and no final opinion of its value has been 
given. Even with the most careful selection of cases the 
operation has not been extremely satisfactory, as frequently 
the blood pressure rises after operation; but all surgeons 
can quote a few cases in which improvement has been 
dramatic. The operation should be reserved for that group 
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of patients for whom the subcutaneous injection of hexa- 
methonium was advocated—namely, young patients with 
pregressively rising blood ‘pressure, those with severe 
symptoms, those with malignant hypertension without 
established renal failure, and those in whom the oral 
administration of hexamethonium is ineffective and who 
are adverse to injection of the drug or are too ill, too blind 
or: too unintelligent to manage parenteral therapy. Pos- 
sibly sympathectomy should be advised rather than hexa- 
methonium treatment for very young patients. The results 
are similar to those with hexamethonium. Mr. Frank 
Morgan, in.a series of 80 consecutive cases, found that the 
best results were obtained in patients with cardiac failure, 
many of whom, by the usual criteria laid down, should 
have been debarred from operation. Mr. Morgan found 
that patients with cardiac symptoms cémprised 19 of the 
28 patients in whom good results occurred. Other surgeons 
ar ane had similar experiences (Chavez, 1949; Morrissey, 


Diets with a Low Sodium Content. 


~The Kempner diet of rice and ‘fruit and diets with a 
sodium content below 250 milligrammes are often effective 
in relieving severe symptoms and lowering tension, but 
they are very unpleasant, and few Australian patients will 
continue with them for any length of time. They are 
suitable for the treatment of acute emergencies rather 
than for the permanent treatment of chronic hypertension, 
except as an adjunct to hexamethonium, the action of 
which is frequently enhanced by a low sodium intake. 

My own view agrees with the unknown annotator in a 
recent issue of The Lancet that “unfortunately indefinite 
adherence to such a diet is only possible for obsessional 
patients with a substantial mascchistic trait”. 


My thanks are due to May and Baker, Proprietary, 
Limited, for supplies of their products, and to the 
Himalaya Drug Company, of Bombay, for their supply of 
Rauwolfia serpentina. 
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PAPER CHROMATOGRAPHY OF URINE IN © 
GALACTOSA&MIA. 
By Gwenpo.rne K. Ropertson, 
From the Institute of Medical and Veterinary Science, 
ielaide. 


TuHE identification of amino acids and reducing sub- 
stances in urine has been greatly simplified by the use of 
chromatography. In 1952, Holzel, Komrover and Wilson 
used this method to show that the galactosuria in two 
eases of galactosemia was accompanied by an amino 
aciduria. This paper reports the chromatographic analyses 
for amino acids and sugar in the urine of a month old 
infant with hepatomegaly and “failure to thrive’. — : 


Amino Acid Chromatography. 
Urine is applied to the papers in amounts equivalent to 
250 microgrammes of nitrogen, and two-way chromato- 
grams are run in alcohol and phenol. The papers are 


Figure I. 
é June 8, 1958: milk diet. . 


dipped in 0-1% ninhydrin solution in acetone, and the spots 
are identified by comparison with a standard map. The 
technical details of the method are given by Paton and 
Wellby (1953). The substances “17” and “19” have not been 
identified, but “17” is present in all normal urine and “19” 
is present occasionally,?. With these two substances, it is 
necessary to heat the papers to above 110° CO. for the 
ninhydrin colour to be produced, when a yellow spot edged 
with purple is formed. An estimate of the amount of each 
amino acid present is made by assigning an arbitrary 
number to each spot, determined by the size and intensity 
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of the spot, and on this basis the amino acids present in 
the urine are given in the table. 


When a milk diet was taken, both the intensity and the 
number of amino acids present were high. Figures I, II 


Co: 


ALCOHOL 


Figure II. 
June 30, 1953: milk diet. 


and III illustrate the amino acids present on June 8 and 30 
and July 9 respectively. The size of the circle indicates 


the amount of amino acid present. Apart from the amino 


Fiecure III. 
July 9, 1953: milk diet. 


acids usually found in normal urine—namely, cystine, 
glutamic acid, glycine, serine, glutamine, alanine and some- 
times threonine, histidine and tyrosine and less often the 
basic amino acids lysine and arginine—the following amino 


acids were also detected: ornithine, proline, oxyproline, 
phenylalanine, tryptophane, f-alanine, §-amino-iso-butyric 
acid and y-amino-butyric acid. 


Holzel et alii (1952) reported two cases in which dis- 
proportionately large quantities of serine, threonine, 
methylhistidine, lysine and tyrosine were found, and they 
suggested that this pattern might be specific for the 
disease. Similar although not identical patterns were 
found in the case under examination. Large amounts of 
.Serine and tyrosine, but no threonine, were found on June 
8, and proline, oxyproline and small amounts of y-amino- 
butyric acid were also present. Of the basic amino cells no 
lysine, but arginine and large amounts of ornithine were 
detected. On June 30 the same amino acids were found, 
and in addition small amounts of phenylalanine, valine, 
tryptophane, f-alanine, and f-amino-iso-butyric acid. These 
amino acids were not detected on July 9, but were replaced 
by histidine, threonine and lysine, to produce a pattern of 
amino acids more similar to that obtained by Holzel et alii. 
No methylhistidine was present at any stage. 


After the baby had been placed on a milk-substituted diet 
for nearly three weeks, the pattern of amino acids had 


TABLE I. 


Milk-free 
Diet. 


July 27. 


Milk Diet. 


Amino-Acids. 


June 8 | June 30. | July 8. 


Cystine 
Aspartic 
Glutamic acid 


| co | mmeses 
| co | 


| 


Phenylalanine 
Q-amino-iso-butyric. . 
-amino-butyric 


| 


~ 


17 
19 


tore 
| 


Total ee oe 29 33 | 264 | 11 


returned to normal, as shown by Figure IV. No serine, 
tyrosine, proline or oxyproline was present, although there 
were still traces of the basic amino acids lysine and 
arginine. On a milk diet “17” and “19” were present in 
large amounts in the urine of the baby, but the intensity of 
these spots was considerably reduced when milk was 


omitted from the diet. 
Sugar Chromatography. 


The experimental conditions which allow the separation 
of amino acids are also suitable for the qualitative analysis 
of sugars. 

Partridge and Westall (1948) give a figure in which the 
Ry, values of a number of reducing sugars in phenol-NH, 
have been plotted as ordinates and the values in S-collidine 
as the abscisse. Wolfson, Cohn and Devaney (1949) also 
give a map showing the position of certain sugars of 
clinical interest in a two-dimensional ascending chromato- 
gram, using phenol and collidine as the solvents. 

The solvents being used in this laboratory for the detec- 
tion of amino acids are 80% ethyl alcohol and phenol, and 


a map showing the position of a number of reducing sugars 
in these two solvents is given in Figure V. Whatman 
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Number 1 filter paper is used with the racks designed by 
Datta, Dent and Harris (1950), five microlitres of a 1% 
sugar solution being applied in the lower right-hand 


Ficure IV. 
July 27, 1958: milk-free diet. 


corner. The amount of urine applied depends on the con- 
centration of reducing sugar, which is determined by 
Benedict’s qualitative test. Since complete reduction took 
place with the urine under examination, five microlitres 
were applied. 


ALCOHOL 


‘ably cleared up more pyogenic infections. 


are sprayed with aniline hydrogen oxalate (0-9 millilitre 
of aniline added to 100 millilitres M/10 oxalic acid). This 
en eal a bright red spot with pentoses and a brown spot 
th galactose and glucose. 

poke the baby was receiving a milk diet, the urine 
produced a brown spot in the position of galactose, and this 
was confirmed by running galactose and the urine together 
when one spot of increased intensity was obtained. When 
the baby was given a milk-free diet no reducing sugar could 
be detected in the urine by chromatographic methods. 


Identification of Spots. 

The identification of the spots is as follows: (i) cysteic 
acid from cystine;' (ii) aspartic acid; (iii) glutamic acid; 
(iv) glycine; (v) serine; (vi) glutamine; (vii) alanine; 
(viii) tyrosine; (ix) valine; (x) proline; (xi) phenyl- 
alanine; (xii) tryptophane; (xiii) arginine; (xiv) 
ornithine; (xv) f-alanine; (xvi) f-amino-iso-butyric acid; 
(xvii) unidentified substance; (xviii) oxyproline; (xix) 
unidentified substance; (xx) threonine; (xxi) lysine; 
(xxii) histidime; (xxiii) y-amino-butyric acid. 


_ Summary. 


Examination of the urine of a month old baby with 
hepatomegaly and “failure to thrive” showed chemically 
the presence of large quantities of a reducing sugar. This 
was identified by chromatography as galactose. Sub- 
sequently the baby was placed on a milk-substitute diet, 
when galactose was no longer found in the urine, With 
this treatment the condition of the infant improved. 
Accompanying the liver damage was gross amino aciduria, 
which returned to normal when milk was omitted from the 
diet. 
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TUBAL TUBERCULOSIS AND PREGNANCY? 


By F. A. BELtincHamM, M.B., B.S., M.R.C.O.G., 
Sydney. 


Preenancy in a Fallopian tube infected by the tubercle 
bacillus has been reported only some 45 times in the 
literature. 

The case of bilateral tuberculous salpingitis to be 
reported here is somewhat unique in that the patient had 
two ectopic.pregnancies, with a live infant between them. 

Rich has pointed out that the tubercle bacillus attacks 
each or one of the bilateral organs, usually in succession, 
and this habit is well borne out in this case. 


Incidence. 


Histological studies of premenstrual endometrial 
biopsies in sterility clinics have highlighted many cases of 
tuberculosis of the pelvis, while the antibiotics we _ 
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resulted in a relative increase in the number of cases of 
tuberculous salpingitis. 


In pulmonary autopsies genital tuberculosis is found in 
8% of cases, and in surgically removed adnexa in 10%. 


In sterility clinics there is a great variation in the 
number of tuberculous infections quoted, but the accepted 
average is about 5%. 

Of all patients with genital tuberculosis almost one-third 
have pulmonary lesions. 


Localization. 


The infection decreases from above downwards through 
the pelvis as follows: Fallopian tubes 95%, uterus 50%, 
ovaries 25%, cervix 3%, vagina and vulva very rarely 
affected. 

Diagnosis. 


The usual triad of symptoms which draws attention to 
genital tuberculosis consists of vague lower abdominal 
pains, sterility and irregularity of menstruation, tending 
to be “too much and too often” rather than the reverse. 
A tubo-ovarian mass of restricted mobility in a nullipara 
with no history of infection is highly suspicious, while in 
others one should be on guard when sterility is accom- 
panied by adnexal masses that persist in spite of chemo- 
therapy. 


Treatment. 


Treatment consists, in general, of surgery with pre- 
operative and post-operative use of antituberculosis drugs. 


The trend of opinion seems to be that streptomycin has 
been rather a disappointment. 


Combinations of chemotherapeutic agents are used to 
prevent the emergence of drug-resistant strains of tubercle 
bacilli. Schaefer, at the New York Lying-in Hospital, is 
using streptomycin, para-aminosalicylic acid and isonico- 
tinic acid hydrazide. The Royal College of Obstetricians 
and Gynecologists in England is conducting a series in 

- which streptomycin, one gramme, is given daily for eighty- 

four days with PAS, three grammes, five times daily. 
Vestibular disturbances and skin eruption with loss of 
hair have been reported but are not serious. 


From the surgical viewpoint, Solomons states that 
removal of tuberculous tubes cures tuberculous endo- 
metritis, but there seems no point in leaving the uterus 
in such a case. 


Report of a Case. 


The patient was twenty-nine years of age when she 
attended me in 1949 for sterility of three years’ duration. 
She had one child eight years of age by a previous marriage. 
The only significant point in the history was that of 
irregular menorrhagia. 

On examination of the patient both tubes were found to be 
palpable and somewhat tender. There was an erosion of. the 
cervix, which was cauterized. 


Semen analysis showed the hsuband to be quite fertile. 


Carbon dioxide failed to pass through the patient’s 
Fallopian tubes on two occasions, and the diagnosis of 
“blocked tubes” was made. 

A salpingogram was carried out with a good deal of 
pressure, and patency of the right Fallopian tube was 
secured. The left tube showed some probable spill. In the 
X-ray picture dilatation of both tubes was seen. Three 
months later the patient became pregnant, and in March, 
1950, she had an ectopic gestation on the left side. At 
operation this was found to be ruptured near the cornual 
end of the Fallopian tube. The left tube was grossly dilated 
and was excised. 

Microscopic examination of this tube showed _ typical 
tuberculous changes with many giant-cell systems. Tubercle 
bacilli were grown from this tube. 

The right Fallopian tube was enlarged and covered with 
fine filmy adhesions. The fimbriated end was freed and a 
“cuff” stitched back with a couple of fine silk sutures to 
maintain patency. 

X-ray examination of the chest showed no abnormality, 
and treatment consisted of general hygiene measures and 
a prolonged holiday. Streptomycin was not used. Con- 
valescence was uneventful, and the patient put on weight. 
The result of a Rubins test was positive on the right side. 


Later that year she became pregnant in the uterus and she 
was delivered of a living male child in May, 1951 


In July, 1958, the patient again had a ruptured ectopic 
pregnancy, this time in the right Fallopian tube. Salpingec- 
tomy was performed and she needed several bottles of 
blood. Her condition did not warrant hysterectomy. 
Examination of the tube showed a pronounced adenomatous 
proliferation of the mucosal folds, but no giant-cell systems 
were demonstrated. 


Comment, 

This case is reported because of the unusual accompani- 
ment of tuberculosis of the pelvis and pregnancy. Tuber- 
culosis of the Fallopian tubes with two ectopic pregnancies 
must indeed be a rarity—more particularly so when a 
normal full-term uterine pregnancy is placed between those 
two catastrophes. 

If the ovum entered the first (left) Fallopian tube 


before that ectopic gestation, it descended through a hydro- 
salpinx which was nearly closed in its lumen. If the ovum 
migrated across from the right tube to enter the left tube 
and become implanted there, the event seems even more 
remarkable. The patient is on holidays at present, after 


another negative chest X-ray examination result, but on 
her return a full premenstrual curettage will be carried 
out to search for tuberculous endometritis. 


A HISTOLOGICAL STUDY OF LYMPHOID TISSUES IN 
ADRENALECTOMIZED RATS AFTER THE INJECTION 


OF A CASEIN HYDROLYSATE, “AMPARON”.: 


By L. A. G. Hissinx, M.D., . ° 
From the Department of Pathology, Prince Henry 
Hospital, Sydney. 


H2MATOLOGICAL reactions with eosinopenia, neutrophilia 
and a relative lymphopenia in adrenalectomized rats, and 
eosinopenia, neutropenia and a slight absolute lymphopenia 
in hypophysectomized rats after the intraperitoneal 
administration of the casein hydrolysate ‘“Amparon” 
showed some resemblance to reactions observed after the 
injection of cortisone in such animals (Hissink, 1953a, 
19536). This may indicate that such reactions are not 
specific for this steroid. It could, however, also reflect 
“cortisone-like” properties in the hydrolysate. To obtain 
evidence in favour of either of these views, lymphoid tissue 
from adrenalectomized rats, some of which had received 
adrenaline, was compared with tissue from “Amparon”- 
injected and cortisone-injected adrenalectomized rats. Non- 
treated intact rats and intact “stressed” animals were also 
studied. 

Experiments were based upon the fact that symptoms 
of lymphocytic disintegration in lymphoid tissues during 
or after “stress” conditions in intact animals can be 
abolished by adrenalectomy (Selye, 1949). However, these 
reactions may still be produced in adrenalectomized animals 
provided that suitable amounts of cortisone have been 
administered (Selye, 1949). They are characterized by the 
appearance of appreciable degrees of nuclear pyknosis and 
karyorrhexis in lymphoid tissues, and they may be associ- 
ated with signs of inflammation (Selye, 1949). Selye (1949) 
pointed out that the likelihood of finding karyopyknosis is 
greatest in the thymus. 


MATERIAL AND METHOpS. 


Rats of Wistar origin were used, both male and female, 
weighing 150 to 200 grammes. The following groups were 
examined: Group A—intact animals: (i) untreated controls, 
(ii) animals “stressed” by the subcutaneous. injection of 
one to three millilitres of 5% formol-saline solution or by 
being bled from the inferior vena cava, after which their 
appendices were scalded in water at 75° C. for three to 
five seconds; Group B—adrenalectomized animals: (i) 


1“Amparon”, manufactured by N.V. Organon, Holland, is 
contains nitrogen equivalen o 2 protein, jucose, 
0-3% sodium chloride and .0-02% potassium chloride. ce 
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untreated controls; (ii) animals treated with intraperi- . 


toneal injections of 0-1 milligramme of adrenaline in one 
miililitre of 0-9% sodium chloride solution; (iii) animals 
treated with intraperitoneal injections of 0-9 milligramme 
of cortisone acetate in one millilitre of 0-9% sodium 
chloride solution; (iv) animals treated with intraperitoneal 
injections of one millilitre of “Amparon”, an enzymically 
prepared casein hydrolysate (Organon, Holland). 


~ All animals were killed by an overdose of chloroform, 
the “stressed” rats being sacrificed three hours or more 
after the induction of trauma. Adrenaline-injected and 
“Amparon”-injected rats were killed three hours after the 
injections, while those treated with cortisone were sacri- 
ficed about five hours after the injections (Dougherty and 
Kumagai, 1951). Tissues were fixed in Bouin’s solution 
for half an hour and then for one or two days in 10% 
formol-saline. They were stained with hematoxylin-eosin. 


RESULTS. 


In these experiments the histological studies of lymphoid 
tissues have been carried out in two parts: (i) examination 
of the general features of the thymus tissues of the 
various animals; (ii) examination of the occurrence of 
karyopyknosis in thymus and other lymphoid tissues of 
the animals. 


Group A. 
Intact Controls. 


Figure I represents the histological features of sections 
through the thymuses of intact control rats. Macro- 
scopically and microscopically (low magnification), medulla 
and cortex are easily distinguishable parts of the thymus. 
Under high magnification it appearg#that in most instances 
the centre of the medulla contains relatively small numbers 
of thymocytes. This number of thymocytes gradually 
increases towards the cortex, which is characterized by a 
denser population. Demarcations between medullar and 
cortical populations are not sharply defined, but the 
transition from one section to the other of thymus tissue 
is rather abrupt. Thymocytes of medulla and cortex 
show regularly shaped and uniformly stained nuclei, but 
many cells in the medulla are characterized by a certain 
degree of nuclear polymorphism (differences in size, 
irregularities in outline and variatiofis in the intensity of 
staining qualities). 
show symptoms of phagocytosis, and they may sometimes 
be found together with small aggregations of nuclear 
debris. ig 


Intact “Stressed” Animals. 


Figure II represents a section through the thymus of a 
“stressed” rat. In 10 out of 13 rats similar pictures were 
found. The medulla and cortex of tire thymuses are macro- 
scopically and microscopically (low magnification) often 
not clearly distinguishable. Under high magnification it 
may be seen that both parts of the organ have altered 
rather significantly in the density of thymocyte populations. 
While the cortex shows a decrease in the number of such 
cells, the medulla contains appreciable numbers of them. 
The boundaries of the sections are masked by these 
alterations. The thymocytes in the medulla and cortex 
show uniformly shaped and stained nuclei; but many 
cells in the medulla have nuclei which differ in size, 
show irregular outlines and vary in staining qualities. 
Phagocytizing macrophages and small aggregations of 
nuclear debris can be found in the medulla. 


Group B. 
Adrenalectomized Controls. 
‘Figure III shows a typical picture of the thymus struc- 
ture in non-treated adrenalectomized rats. Macroscopically 
and: microscopically these tissues are characterized by the 


sharpness of differences in thymocyte populations between 
cortex and medulla. It may be seen that the transition 


from the densely packed cortex to the relatively sparsely . 


Opulated medulla is abrupt. Most of the thymocytes 
inscoertex and medulla show uniformity in the appearance 
of their nuclei. Only a few macrophages contain phago- 


A number of medullar macrophages , 


eytized material, while nuclear debris is practically absent. 
A number of cells in- the cortex show mitosis. 


Adrenalectomized Animals which Received Adrenaline. 


The histological features of the thymuses from the 
adrenalectomized animals which received adrenaline do 
not re from those of non-treated adrenalectomized 
controls. 


Adrenalectomized Animais which Received Cortisone. 

The effects of cortisone on adrenalectomized animals 
may be studied in Figure IV. This picture represents 
lymphoid tissue of a thymus from an adrenalectomized rat 
about five hours after the intraperitoneal injection of the 
steroid. Macroscopically and microscopically (low magni- 
fication) it is easy to distinguish the medulla from the 
cortex. Under high magnification, however, it may be 
seen that the transition from the cortex to the medulla 
is characterized by a gradual decrease in the density of 
the thymocyte population. In some other sections more 
sharply defined demarcations are visible, the picture 
thereby being made to resemble that observed in non- 
treated. adrenalectomized rats. Thymocytes in cortex and 
medulla are regularly shaped and stained; but many cells 
in the medulla show darkly stained nuclei, which differ in 
size and show irregular outlines. Phagocytizing macro- 
phages can be found more easily in the medulla of 
thymuses of these rats than in those of controls, and these 
vt nace not infrequently in the vicinity of nuclear 
ebris. 


Adrenalectomized Animals which Received “Amparon”’. 

The results of “Amparon” injections on adrenalectomized 
rats may be studied from Figure V. The medulla and the 
cortex of the thymuses are macroscopically and micro- 
scopically (low magnification) clearly distinguishable 
parts of the organ. It may be seen that differences between 
the parts of the thymus (high magnification) are not so 
clearly defined as in the thymuses of untreated controls 
(adrenalectomized, compare with Figure III). The tran- 
sition from cortex to medulla is a gradual one. In some 
instances, however, sharply defined demarcations between 
cortex and medulla can be found in thymuses, which other- 
wise are characterized by less clearly visible differences 
between the two zones. Thymocytes in sections of the 
cortex and medulla are uniformly shaped and stained; but 
many cells in the medulla show darkly stained and smaller 
nuclei, often with irregular outlines. Phagocytizing macro- 
phages occur not infrequently, and sometimes near aggrega- 
tions of nuclear debris, of which slightly more is visible in 
these thymuses than in those of untreated controls 
(adrenalectomized ). 


«Résumé. 
-The histological features of thymuses of adrenalec- 
tomized rats with and without adrenaline injections are 
the ‘most consistent and regular of the groups studied. 
They are characterized by sharpness of demarcation 
between cortex and medulla and uniformity of thymocytes. 


The thymuses of the other groups show a decreased 
sharpness in the differences between cortex and medulla 
thymocyte populations; but it seems that “Amparon”- 
treated and cortisone-treated adrenalectomized rats form 
an intermediary group between untreated adrenalectomized 
controls on the one side and intact animals on the other. 

“Amparon”-treated animals show more resemblance in 
thymus features to those of adrenalectomized controls 
than cortisone-treated rats. It may be seen from Figures 
IV and V that “Amparon” and “cortisone” pictures are 
sometimes very similar, and Figure VI shows that some 
“Amparon”-treated adrenalectomized rats present a simi- 
larity of thymus tissue to that of stressed intact rats 
(compare Figure VI with Figure II). “Amparon”-treated 
and cortisone-treated adrenalectomized rats and the intact 
animals show various degrees of polymorphism in the 
appearance of thymocytes in the medulla. It is not’ possible 
to conclude from these results that the thymuses of rats 
which show polymorphic thymocytes also present more 
evidence of cellular disintegration in these tissues. Poly- 


: 
| 
q 


“UO ret = 


May 8, 1954 


THE MEDICAL JOURNAL OF AUSTRALIA 703 


morphism in cellular properties may perhaps represent a 
certain degree of loss of integrity. This view is supported 
by the larger number of phagocytizing macrophages and 
more nuclear debris in the medulle of the thymuses of 
these animals. Budding of lymphocytes (thymocytes) as 
described by Williamson (1950) may be found in this 
group, but also occasionally in non-treated adrenalectomized 
controls. 

Another approach to thg problem—namely, that of the 
determination of the percentage of animals in the various 
groups which show more pronounced degrees of karyo- 
pymncais in their lymphoid tissues—gives the following 
results: 

1. In the group of intact but “non-stressed” rats pro- 
nounced karyopyknosis was not found. 

2. Of the 13 “stressed” intact rats, considerable degrees 
of diffusely distributed karyopyknosis were found in 
thymus tissues of only three animals about ten hours after 
the induction of stress (Figure VII). In six other animals 
karyopyknosis appeared only in certain areas of the cortex 
of thymuses (Figure VIII). 

3. The group of more than 60 adrenalectomized rats with 
and without adrenaline treatment presented five cases in 
which localized. karyopyknosis of.a minor degree can be 
found in lymph glands only (Figure IX). 

4. Of the five adrenalectomized rats given cortisone treat- 
ment only one rat showed some karyopyknosis of a 
localized type in the cortex of its thymus (Figure X). 


5. In the group of 55 adrenalectomized rats which 
received “Amparon” treatment, 11 rats showed karyo- 
pyknosis of a localized type—mainly in the medulle of the 
thymuses of five of them (Figures XI and XII), and 


.furthermore, in the “medulle”’ of lymphoid tissues other 


than thymus, as for instance in the lung of the rat shown 
in Figure XIII. Another 12 “Amparon”-treated adrenalec- 
tomized rats showed localized karyopyknosis of slighter 
degree, but usually more pronounced than was occasionally 
seen in the lymph glands of non-treated adrenalectomized 
controls. 


DISCUSSION. 

The histological features of lymphoid tissues of the 
various groups of adrenalectomized and intact rats are 
difficult to interpret. Selye’s statement (1949) that 
adrenalectomy abolishes the occurrence of significant 
degrees of stress-induced lymphocyte (thymocyte) dis- 
integration in lymphoid tissues of such animals can be 
confirmed. However, it cannot be concluded that karyo- 
pyknosis is completely absent in such rats. © 


With regard to the occurrence of areas: with cellular 
disintegration in lymphoid tissues, it is known that 
“degenerated cells” and karyopyknosis may be found in 
normal lymphoid tissue from “non-stressed” intact animals 
(Yoffey et alii, 1951). It is not yet known whether such 
findings have any relation to pituitary-adrenal activity of 
the animals. They may also represent the worn-out cells 
which have reached the end of their lifetime at a later 
stage than those which disintegrate under the influence of 
“stress factors”. If different kinds of karyopyknosis occur, 
such reactions may be found in different parts of the body. 


It seems that the whole problem becomes one of a quanti-. 


tative comparison of degrees of karyopyknosis in lymphoid 
tissues of which “baseline values” of the physiological 
“rest” condition are not precisely known. It should be 
emphasized that intact “non-stressed” animals which have 
been killed can no longer be considered to represent ‘non- 


stressed” organisms. 


Emotional factors (Recant et alii, 1950) and reactions 
induced by the stress shortly before the death of the 
animals may occur with such a rapidity that certain histo- 
logical repercussions may prove inevitable. It is known, 
for instance, that pulmonary edema and pulmonary hemor- 
rhage can be produced in a matter of seconds when animals 
are killed by a blow on the head. Stimulation of certain 
hypothalamic centres is possibly the underlying mechanism 
{Gamble and Patton, 1951). It does not seem likely that 
disintegration of lymphocytes occurs in the same order of 


mao and White, 1944; Dougherty and Kumagai, 


In the study of karyopyknosis the normal breakdown of 
aged lymphocytes and of thymocytes must be distinguished 
from cellular disintegration during stress, and difficulties 
will arise if sudden increases in the production of lympho- 
cytes lead to increased degrees of “non-stress” karyo- 
pyknosis. This, of course, depends upon the lifetime of 
lymphocytes and the period during which the rate of 
removal of cellular debris lags behind the increased load 
of breakdown products. There is some indication that the 
stress of adrenalectomy is followed by a rapid increase in 
the production of lymphocyte material (Dougherty and 
Kumagai, 1951). With regard to the normal lifetime of 
lymphocytes, it has been found that their life expectancy 
varies from 170 minutes in rats (Van Dyke and Huff, 
1951) to about eight days in humans (Kline and Cliffton, 
1952). This wide range may be due to differences in 
species, but also to irregular influences of the pituitary- 
adrenal system. If lymphocytes have a short lifetime (one 
and a half hours), it will be clear that the chances of 
finding increased degrees of karyopyknosis after adrenalec- 
tomy are greatest during the first few days after the 
operation. 

Adrenalectomized rats may furthermore be in possession 
of appreciable amounts of adrenocortical metabolites during 
the first few days after operation. Kumagai and Dougherty 
(1950) demonstrated that cortisone was “stored” in adrenal- 
ectomized mice if adequate amounts of the steroid were 
administered. The presence of genuine adrenocortical 
material in adrenalectomized rats during the first few days 
after the operation depends upon the speed with which 
mechanisms culminating in adrenocortical ‘stimulation will 
proceed after the commencement of anesthesia and the 
operative procedure, and- before the actual removal of 
adrenal glands. It has been shown that eosinopenic 
responses in laboratory animals cannot be abolished by 
the removal of the adrenals if this is done more than ten 
minutes after the induction of stress (Love, 1950). 

These considerations favour histological studies late after 
adrenalectomy. However, this period is limited by the fact 
that accessory adrenocortical tissues in adrenalectomized 
rats may become active as time passes (Hissink, 1953a, 
19530). For this reason adrenalectomized rats were tested 
on the third post-operative day. 

It must also be realized that adrenalectomized animals 
are characterized by a decreased resistance towards infec- 
tious and otherwise damaging influences. It is likely that 
this will be manifested by cellular destruction in affected 
tissues and probably more so in draining lymph glands. 

Conclusions about the presence of karyopyknosis in 
lymphoid tissues of adrenalectomized rats therefore must 
be mainly based upon observations on thymus tissues of 
the animals. This does not mean that great differences 
which may appear eventually between the histological 
properties of lymph tissues other than the thymus have 
to be disregarded. 

In these studies karyopyknosis of a localized type was 
found in the lymph glands of five out of about 60 non- 
treated or adrenaline-injected adrenalectomized rats. This 
cannot be regarded as representing cellular destruction 
under the influence of “stress factors”, and caution is there- 
fore warranted if karyopyknosis is found in such tissues 
in adrenalectomized rats. M. Herlant (1951) found some 
karyopyknosis in the patches of Peyer in adrenalectomized 
animals. 

These data furthermore indicate that “stress” does not 
guarantee the finding of cellular disintegration in lymphoid 
tissues three hours or more after the induction of stress 
in intact animals. Diffuse reactions were found in less 
than 25% of the rats (ten hours after the induction of 
trauma), while karyopyknosis of a more localized type 
was found in 46% of the animals, mainly in the thymuses. 

Cortisone failed to produce significant degrees of karyo- 
pyknosis in adrenalectomized rats five hours after the 
injection of the steroid. Some localized cellular disintegra- 
tion was observed in the cortex of the thymus of one 
animal. 
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In 20% of the “Amparon”-treated animals localized ‘karyo- 
pyknosis of some significance was found. Five rats showed 
these reactions in the medulla of their thymuses, and the 
others elsewhere. It may be of some importance that 
cortisone-treated and “Amparon”-treated rats show cellular 
disintegration in lymphoid tissues in similar percentages. 
There is possibly a difference between “cortisone” karyo- 
pyknosis and “Amparon” karyopyknosis, in that the latter 
occurs mainly in medullary areas of the lymph tissues, 
while the former is found in the thymus cortex. “Amparon”- 
treated and cortisone-treated adrenalectomized rats, unlike 
the untreated or adrenaline-injected adrenalectomized rats, 
present various degrees of thymocytic polymorphism in the 
medulla of the tissues studied. In this respect “Amparon”- 
treated animals belong in the group of rats which were 
in possession of genuine adrenocortical metabolites — 
animals which received cortisone injections. 

These data suggest that the intraperitoneal administra- 
tion of the enzymatically prepared casein hydrolysate 
“Amparon” (Organon, Holland) into adrenalectomized rats 
is associated with the occurrence of some increase in the 
rate of cellular disintegration in their lymphoid tissues, 
three hours after its intraperitoneal administration. The 
fact that these rats did not react with significant karyo- 


pyknosis after the injection of 0-9 eliieraname of cortisone 


increases the value of the findings. 


SUMMARY. 

The histological features of the thymus and other 
lymphoid tissues of variously treated adrenalectomized 
rats, intact “non-stressed” and intagt “stressed” rats, are 
discussed. It is shown that if “Amparon”, an enzymatically 
prepared casein hydrolysate, is Tnigeted intraperitoneally 
into adrenalectomized rats about 20% of these animals 
present localized symptoms of increased rates of cellular 
breakdown in their lymphoid tissues and thymuses. This 
is not found in non-treated or adrenaline-injected adrenalec- 
tomized control rats. Cortisone induced in one out of five 
adrenalectomized rats karyopyknosis of a minor degree, 
which was also of a localized type. “Amparon” karyo- 
pyknosis and “cortisone” karyopyknosis may differ, since 
the former occurs mainly in medullary areas, while the 
latter is present in the cortex of the lymphoid tissues. 

- It is suggested that these findings are another indication 
that “Amparon” induces reactions in adrenalectomized rats 
which are similar in part to those observed after injections 
with cortisone. 
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Reports of Cases. 
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CARCINOMA OF THE THYMUS. 


By W. E. STEHBENS. 
From the Department of Pathology, the University of 
Sydney. 


THYMIC CARCINOMA, although well recognized, is still 
sufficiently uncommon for?a further case to prove of 
interest. 


Clinical Record. 


In March, 1950, three years before death, a man, aged 
seventy-four years, was first admitted to hospital. He com- 
plained of “heavy breathing” of three months’ duration, 
of swelling of the left upper limb and the left side of the 
face for two months, and of an occasional non-productive 


‘cough. On examination of the patient the veins in the 


neck were seen to be engorged; the left side of the face 
and left arm were edematous, and there were dilated 
venules over the right costal margin. Dullness to per- 
cussion was found in the second and third intercostal 

spaces to the left of the sternum. ; 


Radiological examinat revealed an opaque area 
extending out from both hilar regions, particularly on the 
right side. The clinical diagnosis of lymphosarcoma of the 
mediastinum was made, and was apparently confirmed by 
the radiographic disappearance of the tumour after a 
eourse of deep X-ray therapy. 


Symptoms abated for more than two years, but then 
gradually returned, so that on his second admission to 
hospital in February, 1953, his dyspnea was extreme, with 
audible stridor and wheezing. Engorged veins were visible 
in both sides of the neck, with edema and plethora of the 
face, the neck and the upper limbs. Radiographic examina- 
tion at this time revealed a large tumour in the upper 
mediastinum, a rounded shadow at the base of the left 
lung, and some possible collapse of the seventh thoracic 
vertebra, thought to be due to metastatic involvement. 


He received a further course of radiotherapy, during 
which the leucocyte count fell from 9000 to 4000 per cubic 
millimetre and the number of platelets to 40,000 per cubic 
millimetre. His dyspnoea, which: lessened during this 
treatment, later returned, and within his last twenty-four 
hours the respiratory rate rose to 60 per minute. He died 
in 1953. 


Autopsy Findings. 


The cedema of the head, neck and upper limbs made the 
upper half of his bedy disproportionate to the lower. 
Petechial spots were present on the anterior aspect of the 
chest and upper limbs. 

There were extensive adhesions in both pleural cavities, 
especially at the apices and retrosternally. There was a 
layer of dense, hard, fibrous tissue, more than one centi- 
metre thick, adherent to the posterior aspect of the 
sternum. This tissue extended laterally fora short distance. 
behind the costal cartilages and infiltrated the upper two 
right intercostal spaces.. Posteriorly it extended into the 
mediastinum to surround the superior vena cava, the 
commencement of both innominate veins and beneath and 


‘ to the left of the arch of the aorta, as well as involving 


both hilar regions. In the fibrous tissue there were 
humerous small areas of necrosis and xanthochromic 
staining. The great veins embedded in this fibrous tissue 
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showed complete occlusion by thrombus, but no evidence 
of neoplastic invasion of the wall was to be seen with the 
naked eye. The fibrous tissue in the mediastinum extended 
i” the adjacent Dortion of the upper lobe of the right 
ung. 

The apex and the medial aspect of the upper lobe of the 
right lung were invaded by tumour, which was fusing with 
neoplastic deposits in the lymph nodes in the hilum and in 
front of the trachea. The mass so formed had a lobulated 
appearance (Figure I). There were a number of small 
islands of tumour embedded in fibrous tissue at the 
junction of the latter and the main tumour mass. In the 
lung, the tumour was sharply demarcated from the 
surrounding tissue and in places tended to shell out. It 


ably thickened in its upper part by fibrous tissue infiltra- 

tion. Examination of the heart showed left ventricular 

hypertrophy, and that of the kidneys mild nephrosclerosis 

with a small pelvic calculus on the right side. In the 

pvr vertebre no deformity or tumour infiltration was 
etec 


Microscopic HBxamination. 


The tumour consisted of trabecule of highly cellular 
tissue surrounding large blood sinusoids (Figure II). The 
individual cells showed scanty cytoplasm, and the nuclei 
varied in size and shape, mostly being round or oval, others 
more elongated. These nuclei were vesicular with thicken- 
ing at the intersection of chromatin threads, while some 


Ficurp I. 


a lung and hilar lymph nodes, and showing the trabeculated 
ce with large blood sinusoids. There is fibrous tissue infiltration 


around the great vessels fh the mediastinum. 


was cream in colour, soft, spongy and friable, with almost 
complete absence of fibrous tissue septa. The tumour 
itself was very vascular, blood flowing freely from large 
sinusoids on section. These numerous blood sinusoids, 
which were one to two centimetres long, divided the 
tumour into branching trabeculz, varying from one to five 
millimetres in thickness. 

There were small nodules of tumour present in the left 
lung around the hilum, and one larger metastasis about 
three centimetres in diameter in the left upper lobe, lying 
anteriorly near the interlobar fissure. This metastasis 
showed as a pale fluctuant swelling beneath the pleura, and, 
like the main tumour mass, did not impart the induration 
usually felt with carcinoma in the lung. 


“Mucopus was present in the trachea and small bronchi, 
and, although the right upper main bronchus was free 
from tumour, some of its smaller branches were somewhat 
compressed by it. 

The pericardial cavity was obliterated by loose fibrous 
adhesions, and the parietal layer anteriorly was consider- 


had a distinct nucleolus. Though there were many hyper- 
chromatic nuclei, mitotic figures were not plentiful. Giant 
cells with two or three nuclei, although present, were 
scarce. The eosinophilic cytoplasm was increased in some 
areas, and here the cells tended to form whorls (Figure 
III). The resemblance of these epidermoid whorls to 
Hassall’s corpuscles was very striking, and occasionally in 
the centre there was a little calcium deposition, while in a 
few keratinization was seen (Figure IV). In some places 
the cells were more densely packed around the capillaries 
than elsewhere, sometimes radially and at others circum- 
ferentially. 

The tumour trabeculss contained numerous small 
capillaries which were lined by endothelial cells, as were 
the sinusoids. In some sinusoids there was old clotted 
blood containing cholesterol clefts. 

Very little fibrous tissue was present in the tumour. 
There was, however, a little around a few medium-sized 
sinusoids, which were mainly in areas near the dense 
fibrosis already described. In this latter area there was 
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much acellular hyaline fibrous tissue, with hemorrhages 
and hemosiderin-containing macrophages. Here and there 
small islands of surviving tumour tissue were to be seen 
reproducing the highly vascular structure seen in the main 
— Some calcification was also present in the fibrous 
ue. 

The superior vena cava was thrombosed, and organiza- 
tion was in progress. The tumour was not seen to extend 
further than the adventitia. — 


Lymphocytes were scanty throughout the neoplastic 
tissue, but were rather more frequent in the large 
metastasis in the left lung than elsewhere. 


By silver impregnation the small capillaries showed 
reticulum fibres in their walls, with branching filaments 
spreading out for a short distance into the surrounding 
tissue. There was more reticulum arouhd the medium- 
sized vessels, but in general it was scanty, and completely 
absent around the large sinusoids. In these latter sinusoids 
a collapsed reticulum endothelial lining was sometimes 


‘found within the lumen with blood on stther side of it 


(Figure V). 


& ~ 


Discussion. 


As it is still not possible to be certain of the precise 
origin of the cellular elements of the thymus gland, a 
classification of the malignant tumours arising therefrom 
remains open to debate. For this reason they are generally 
grouped under the non-committal term “thymoma”, which 
has been subdivided again into lymphosarcoma and 
earcinoma according to whether are of the “small 
round-cell” or the “large pale-cell” type respectively. ‘These 
terms are in common usage, consequently the tumour in 
this case has been called carcinoma. These tumours often 
show a fair admixture of each of the two elements, and 
it is for this reason that Willis (1948) considers they are 

lympho-epitheliomata, with either the lymphocyte 
(thymocyte) .or the large pale cell predominating. The 
tumour here reported is of interest in that the lymphocytic 
element was almost absent. Whether or not this was the 
result of irradiation it is difficult to say. 


The infiltrating fibrous tissue, which §s a feature of this 
case, is considered to be the result of irradiation of the 
tumour. Because the main bulk of this fibrous tissue was 
found in the anterior mediastinum, it is thought that the 
original tumour arose here. The histological features of 
the growth were also consistent with this opinion. 
Bronchogenic carcinoma was excluded because the tumour 
was not found to be arising from a bronchus, and, unlike 
bronchial carcinoma, this specimen had a sharply demar- 
eated edge, a relative absence of fibrous tissue, a soft 
fluctuant consistency and a lack of characteristic 
induration of involved lung tissue. The large blood-filled 
spaces were so numerous and striking that its macroscopic 
appearance at the autopsy was such that the tumour was 
considered to be of vascular origin (Figure II). 

Although thymic tumours are mostly described as being 
solid with numerous septa and a fibrous capsule, Willis 
depicts an example similar to the present one, in which 
there were large blood spaces. 


Summary. 


A case of malignant tumour of the thymus with 
metastases in the lung and lymph glands is described. It 


. presented an unusual macroscopic appearance due to large 


blood sinuses and lack of stroma, while on microscopic 
examination it showed well-formed. Hassall’s corpuscles 
with keratinization in some, and a relative aheence of 
lymphocytes. 
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MALIGNANT MESOTHELIOMA OF THE PLEURA. 


By B. E. SHaRkey, M.B., BS., 


Liverpool State Hospital, Liverpool, 
New South Wales. — 


Clinical Record. 


X., A MALE PATIENT, aged seventy-four years, was 
admitted to the Liverpool State Hospital on June 17, 1953, 
and the following history was obtained. On May 23 the 
patient had developed a eos cough associated 
with rather severe pain . over the right side of the thorax; 
the pain was persistent and subject to exacerbations. It 
was not influenced by the phases of respiration. Two days 
after the onset he noticed that he was becoming breathless 
even at rest, and this became progressively worse up till 
the time of his admission to hospital. The dyspnea was 
much worse when he was lying on his left side. There 
was no previous history of persistent cough or hemoptysis. 
About four days prior to his admission to hospital he began 
to cough up a small amount of relatively clear sputum. He 
had been pyrexial over the last week and had received 
about ten injections of penicillin, which had reduced the 


_temperature but had not relieved the accompanying 


dyspnea. Cyanosis had never been noted, nor had there 
been any abdominal swelling or edema of the ankles. His 
weight had always been approximately 10 stone seven 
pounds, but over the last week or two he had begun to lose 
weight. During the preceding twelve months he had 
noticed an increased tendency to easy bruising. 


His only previous illnesses were two “attacks” of 
bronchitis and influenza during the winters of 1951 and 
1952. There had been no dyspnea or chest pain with 
these. There was no relevant family history. 


On examination, the patient was seen to be a slightly 
emaciated old man in obvious respiratory distress. He 
found it impossible to inspire deeply. The signs in the 
chest indicated a large right-sided pleural effusion with 
associated displacement of the cardiac dullness to the left. 
There was definite tenderness over the lower right ribs. 
There were no signs of increased venous congestion, ascites 
or ankle edema. Abdominal examination revealed no 


abnormality. 


On June 18 right pleural aspiration under local anes- 
thesia yielded over two pints of dark amber fluid. It was 
noted that the needle had to be inserted more deeply than 
is customary through the eighth right intercostal space in 
the mid-axillary line before fluid could be obtained, and 
that the “resistance” offered by the chest wall was greater 
than usual. After the paracentesis there was still an area 
of dullness over the base of the right lung laterally, but it 
was not the stony dullness of a pleural effusion. X-ray 
examination revealed a diffuse opaque area at the right 
basal and lower zones. An ill-defined mass was seen 
laterally, but it could not be determined whether this was 
pleural or pulmonary in nature. X-ray examination on 
July 6 revealed recurrence of the effusion, which had 
coincided with a gradual redevelopment of dyspnea. 


Right pleural aspiration was repeated on July 14, and 
about 130 ounces of frankly blood-stained fluid were with- 
drawn. Some of the fluid was replaced -by air, and on 
July 20 radiographic examination revealed a mass over the 
inner aspect of the fifth, sixth and seventh right ribs. 
There was evidence of decalcification of the lateral aspect 


. of the seventh rib. A partial pneumothorax was present 


with a fluid level at the right pleural base; this revealed 
the tumour to be separate from lung. Small round opaque 
areas were to be seen throughout ‘both lung fields, and 
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ILLUSTRATIONS TO THE ARTICLE BY L. A. G. HISSINK, M.D. 


Figure I.—Section of thymus from intact “non-stressed” rat. (x 1000, x 450.) Ficure IIl.—Section of thymus from intact 


rat. (x1000, x 450.) Figure III.—Section of thymus’ from adrenalectomized rat. (x 1900, x 450.) FicurEe 


IV.—Section of thymus from adrenalectomized rat treated with cortisone. (x 1000, x 450.) Figure V.—Section of thymus 
from adrenalectomized rat treated with “Amparon”. (x 1000, x 450.) FicurE VI.—Section of thymus from adrenalectomized 


rat treated with “Amparon”. (x 450.) 
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ILLUSTRATIONS TO THE ARTICLE BY L. A. G. HISSINK, M.D. 


Ficure VII of thymus from_ stressed. intact rat—diftase (x 100.) Figure VIII.—Section of 


gland from adrenalec- 
tomized rat—karyo: (x 450.) FIGURE X.—Section of ‘from adrenalectomized rat treated with cortisone 
—localized karyopykn nosis in cortex. (x1000.) Figure XI.—Section of thymus from adrenalectomized rat treated with 
“Amparon”’—local karyopyknosis in medulla. (x150.) FicurE XII.—Section of thymus from adrenalectomized rat 
treated with karyopyknosis in cortex. (x 450.) FigurRE XIII.—Section of lymphoid tissue in lung 


thymus from stressed tact rat—localized GURE IX.——Section of lymph 


from adrenalectomized rat treated with “Amparon’—karyopyknosis. (x 600.) 
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Supplement to THE MEDICAL JOURNAL OF AUSTRALIA, May 8, 1954. 


ILLUSTRATIONS TO THE ARTICLE BY W. E. STEHBENS. 


Ficure II.—Low-power view of tumour to show the branching trabecule and large blood sinusoids. (Hema- 
toxylin and eosin, x 12.) FicurE III.—Cellularity and vascularity of tumour tissue are striking features. 
Numerous whorls resembling Hassall’s corpuscles may be seen, (Hematoxyllin and eosin, x 150.) FIGURE 
IV.—Keratinization present in some epidermoid whorls near the fibrous tissue. (Hematoxylin and eosin, x 150.) 
FIGURE V.—Reticulum is seen around the small capillaries, but only as collapsed circles in the large sinusoids. 
Blood is present on both sides of the collapsed reticulum. (Laidlaw’s reticulum stain, x 75.) 
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ILLUSTRATIONS TO THE ARTICLE BY B. E. SHARKEY,,M.B., B.S. 


Fictre II. 

FIGUR I. Postero-anterior radiograph of the thorax, July 27, 
Left anterior oblique radiograph of the thorax, 1953, showing: (i) a “large mass in the right 
July 20, 1953, revealing opaque area over- parietal pleura; (ii) right-sided pneumothorax 
lying the cardiac shadoWra4gA pneumothorax is with a very small amount of fluid above the right 
evident in the anterior aSpéct of the film, and side of the diaphragm; (iii) adhesion between the 
a fluid level is weer infériorly. upper medial aspect of the tumour and the 
ee visceral pleura; (iv) erosion of the lateral aspect 
4 of the seventh right rib; (v) secondary opaque 

Pig areas throughout the lung fields. 


\, ILLUSTRATIONS TO THE ARTICLE BY THOMAS F. ROSE. 


Fiaure I. Ficure II. 


Case I: Section of tissue removed (low power of the Case I: Section of tissue removed (high power of the 
. microscope). microscope). 
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these were considered as possible secondary deposits. After 
this second aspiration it was possible to percusS out an 
area of dullness over the lateral aspect of the right side of 
the thorax. This area was roughly ovoid in outline with 
the long axis vertical, reaching up to the fifth rib between 
the middle and posterior axillary lines. Over this area 
breath sounds and vocal resonance were diminished. A 
ieft anterior oblique film showed an opaque area coinciding 
with the above-mentioned area of dullness (Figure I). A 
third paracentesis was performed on July 22, and 20 ounces 
of blood-stained fluid were aspirated. X-ray examination 
of the thorax on July 27 fully defined the extent of the 
tumour (Figure II). An increase in the pneumothorax 
indicated, from the outline of the visceral pleura, that 
there was some adhesion between the upper medial aspect 


Post-mortem photograph showi 
da 


in situ, and of secon 


Figure IIl. 


the macroscopic appearance of the tumour 
eposits in the right parietal pleura, and in the 


lateral aspects of the fifth, sixth, seventh, eighth and ninth 
right ribs (Figure’III). The mass was of smoothly nodular 
surface and firm consistency. In the central aspect of the 
tumour the seventh rib was palpably eroded for about two 


. Inches; the rib could, from the lateral surface, be felt to 


taper irregularly to a completely boneless area about half 
an inch long. Over this area of eroded and absent rib 
there was a softer external bulge of smooth surface 
one and a half inches by one inch in size, with its long 
axis parallel to the seventh rib, The main tumour mass 
was cut along the seventh intercostal space, to reveal that 
it was composed of yellowish-white rounded areas varying 
in size up to one centimetre in diameter separated from 
each other by thin, interlacing pinkish strands. The 


maximum thickness of the tumour was three centimetres, 


left visceral pleura and pericardium. 


of the main tumour mass and a small area of the right 
visceral pleura. The rounded pulmonary opaque areas 
seemed to be more pronounced. : 


The patient was temporarily relieved after each aspira- 
tion. As his condition deteriorated, pain became more 
pronounced over the lower right ribs and radiated down 
to the epigastrium. There was considerable tenderness over 
the seventh rib laterally. He became progressively weaker, 
lost weight rapidly, and developed severe anorexia. 
August 3 he began to show some vocal weakness, and on 
August 10 he became cyanosed. He lingered for another 
few days and died on August 14. 


Autopsy Findings. ‘ 


The body was that of an elderly man, much emaciated. 
There was no external deformity of the thorax. Removal 
of the anterior aspect of the chest wall revealed that both 
lungs had partially collapsed. The right pleural cavity 
contained about 10 ounces of grossly blood-stained fluid. 
A large mass, pale yellow-pink in colour and roughly ovoid 
in outline, measuring five inches by four and a half inches, 
was revealed with its long axis vertical underlying the 


over its central point. Over a small area three-quarters 
of an inch in diameter, at the junction of the upper 
one-fifth and lower four-fifths of its medial aspect the 
tumour was gently adherent to and easily separated from 
the right visceral pleura. 

Underlying the third and fourth right ribs, just above 
the main growth, there was a smaller, flatter tumour in 
the parietal pleura not attached to ribs and easily 
separated from overlying structures. ~ Consistency, colour 
and contour were similar to those of the larger mass. Other 
smaller nodules were visible in the rignt parietal pleura. 

A similar round, yellowish mass, three-quarters of an 
inch in diameter, was found connecting the left aspect of 
the pericardium with the visceral pleura over the lower 
lobe of the left lung, and a nodule was to be seen in the 
visceral pleura on the medial aspect of the left lung near 
its hilum. There was no evidence of metastases in the left 
parietal pleura. 

Both lungs contained palpable, firm, rounded secondary 
tumours of varying size—up to half an inch in diameter; 
on section, these were seen to have a greyish coloration. 
No evidence was found of primary bronchogenic carcinoma. 
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Examination. of. the abdominal contents showed no 
were visible. 


Summary. of the Histopathological Findings. 

"The large pleural mass was seen ‘to be enclosed in a 
fibrous capsule, beneath which were areas of hemorrhage 
and necrosis. The intervening tissue contained interlacing 
collagen bundles enclosing groups of large round or 
polygonal cells of epithelioid nature, which consisted of a 
large amount of clear cytoplasm ‘and’ hyperchromatic, 
irregularly shaped nuclei measuring one-quarter to one- 
sixth of the cell diameter. 
cells into cord-like columns and, in a’ few areas, into 
groups which seemed to have broken down centrally. In 
the deeper aspect of the tumour, the picture was of a 
haphazard collagen network containing cells of various 
shapes—spindle, polygonal, ovoid et cetera—with larger 
nuclei (half cell diameter) and finely granular eosinophilic 
cytoplasm. Mitoses were frequent. The-deeper part of the 
tumour wag fairly vascular. 


Sections of the secondary deposits in the lungs and the 
pericardial metastasis corresponded with various parts of 
the larger tumour; but in the latter of the two was revealed 
a more pronounced picture of groups of cells (with a large 
amount of clear cytoplasm) occupying what seemed like 
alveolar spaces (lined by a pavement type of epithelium) 
and breaking down centrally to produce a lumen. 


The overall appearance at first suggests that the 
malignant growth is arising from the cells lining the lung 
alveoli; but the lining cells differ morphologically from 
those contained in the alveoli. The consensus of opinion is 
that the alveolar collections of cells.are probably the result 
of direct spread (from secondary tumour) to adjacent 
alveoli, and that the general appearance reveals the tumour 
to be a mesothelioma of the pleura with secondary 
neoplasia in the lungs and pleura. 


Discussion. 


Primary pleural tumours are rare. Cases have been 


reported from time to time in varying detail, but I have 
been able to locate only one clinical reference to this 
disease in Australian reports. Cotter Harvey, in 1950, 
quoted two cases demonstrating the two usually accepted 
‘types of primary pleural neoplasm—namely, (i) the diffuse 
malignant mesothelioma, and (ii). the localized 
mesothelioma which resembles a fibrosarcoma. 


The pleomorphism associated with the pathology of 
mesotheliomata renders classification difficult. The follow- 
ing is offered as a simple plan. 


1. Diffuse pleural tumours. These cover large areas of — 


‘parietal and visceral pleura and may form a coating for 
the lung. They are highly malignant. - 

2. Localized pleural tumours. These may be (a) benign 
or (b) malignant. The former include the so-called benign 
localized fibrous. mesothelioma of the pleura first described 
as an entity by Stout and Murray in 1942.  Fibromata, 
angiomata et cetera are extremely rare benign tumours. 
Malignant types may have the histological structure of a 
fibrosarcoma, but variegated patterns of epithelioid cells 


“may. produce differing pictures. Stout and Murray stated 


that no epithelioid cells were to be found in the localized 
type. of malignant -pleural tumour, and there was a 
tendency towards invasion of adjacent lung. The case 
presented does not comply with this view. 


3. ‘Mesotheliomata affecting other These 
tumours have been reported as occurring in the peritoneum 
and in the pericardium. Stout, im:his classification of 1950, 
also mentions benign mesotheliomata occurring in the 
male and female genital tract, but states that these have 
no. correlation: with the pleural tumours. 


The diagnosis of primary pleural neoplasm is net easy 
to: establish’ clinically. There are no specific symptoms or 
signs. The occurrence of 2 pleural effusion may make one 
more. aware of its possibility, especially if .the fluid is 
blood-stained: «Examination of the pleural fluid is quite 


The collagen Bands broke the. 


often unsatisfactory and non-diagnostic. Examination of 
sputum does not help. Bronchoscopic examination is of 
no avail except when:a tumour mass arising near the 
hilum produces pressure effects on a large bronchus. X-ray 
examination may, especially after aspiration of an effusion, 
reveal an opaque area; but.on the ordinary film one cannot 
be certain whether the mass-is pleural or pulmonary. 
Diagnostic pneumothorax then becomes the only way of 
demonstrating the tumour as distinct from lung, although 
this may~fail if adhesions have formed between the tumour 
and the lung sufficient to resist separation by a suitable 
pneumothorax. 


The main importance attached to. pleural neoplasms is 
the diagnosis of a benign lesion at an early stage when 
surgery offers the prospect of a complete cure. Unfor- 
tunately the case reported above did not fall into this 
category. 


Summary. 


This case is proffered as one of primary localized pleural 
neoplasm presenting as a pleural effusion, metastasizing to 
lung and pleura, and. revealed histologically to be a 
malignant mesothelioma. 
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DIFFICULTIES IN THE DIAGNOSIS OF BREAST 
CARCINOMA IN THE PRESENCE OF 

LARGE BREAST CYSTS. ee. 


By Tuomas F. Rose. 3 
From the Department of Surgery and the Unit of Clinical 
Investigation, The Royal North Shore 
Sydney. - 


LarGE breast cysts, one of the manifestations of hyper- — 
plastic cystic disease of the breast, may cause difficulties 
in the diagnosis of breast carcinoma in two ways. Firstly, 
neoplastic changes may occur in their walls (Cases I and 
II), and secondly, a large cyst or group of cysts may hide 


an underlying neoplasm (Cases IIJ, IV and V). 


Carcinoma Arising in the Wall of a Breast Cyst. 
Case I. 

* The ‘patient was a married woman, aged thirty-four 
years, with two children, aged three and five years respec- 
tively. For two months she had noticed in the left. breast 
a swelling which fluctuated in — becoming acre and 
tender at the commencement of her -menises. 
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Examination of the patient revealed a firm, rounded, 
slightly tender swelling in the upper outer quadrant of 
the left breast, about an inch from the nipple. It was 
smooth and not attached to the skin or deeper structures. 
There was no nipple retraction or discharge. There were 
no other swellings in that breast, and the regional lymph 
nodes were not enlarged. The right breast was normal. 
The diagnosis was that of a simple breast cyst. 


At operation the swelling was removed with a small area 
of surrounding breast tissue. Two centimetres in diameter, 
it was a smooth-walled, unilocular cyst full of clear fluid. 
Though macroscopically simple, the report on the micro- 
scopic examination was as follows (Figures I and II): 

This cyst is lined by pseudostratified epithelium which 
in places has desquamated from the fibrous wall 
surrounding the cyst. In many places the cells from the 
deeper layers of the epithelium are invading the fibrous 
tissue wall, suggesting that the epithelium has under- 
gone malignant changes. The cytological appearances 
of the cells, prominent nucleoli, hyperchromatic nuclei, 
numerous mitotic figures, are those of carcinoma cells. 

The diagnosis was therefore:that of a pseudostratified 
(squamoid) carcinoma arising in a solitary breast cyst. 

As the patient refused further operation, a course of 
deep X-ray therapy was given. A three-year follow-up 
so far has shown no evidence of recurrence. 


Case ITI. 


This patient, a married woman, aged forty-two years, 
had two sons, aged twelve and eighteen years respectively. 
For five months she had noticed a swelling in the right 
breast. It was gradually increasing in size and was painful 
at the menses. 


Examination of the patient disclosed a large, smooth, 
round, freely mobile swelling just above the nipple of the 
right breast. There was no attachment to skin or fascia, 
and no enlarged lymph nodes were present. Both breasts 
had the shotty feel of generalized hyperplastic cystic 
disease. It was considered that one of these little cysts 
had outgrown its fellows. 


At operation, the segment containing the cyst was 
removed and the specimen examined. There was found a 
cyst, three centimetres in diameter, in the centre of the 
specimen, which was the seat of generalized cystic disease. 
Full of clear fluid, the cyst was smooth-walled except in 
one part, where a hard, wart-like mass projected both into 
the lumen and outwards into the pericystic tissues. This 
mural nodule was examined microscopically and found 
to be an adenocarcinoma of a high degree of malignancy. 
Consequently, six days later a radical mastectomy was 
performed. Examination of the specimen disclosed no 
involvement of the axillary lymph nodes. 


Comment. 


Though Patey (1953) has shown that cystic disease of 
the breast, especially in the form of a solitary cyst in 
one breast, is essentially a benign condition, nevertheless 
carcinoma does arise occasionally in the cyst walls, as 
in the above-mentioned cases. 


Both patients were diagnosed as having simple cysts 
and the carcinoma was quite unsuspected until operation 
was performed. 

Both these cysts were full of clear fluid, so that aspira- 
tion would have been useless in the diagnosis of the 
carcinoma unless some tumour cells had been found in 
the fluid. Even had these cysts been aspirated before 
operation, palpation would not have revealed the growths, 
as they were too small to feel. 


Consequently, these two examples show the fallacies of 
aspiration both in the diagnosis and in the treatment 
of breast cysts. These cysts must be explored and excised 
together with the segment of the breast in which they 
arise, so that the surrounding breast tissue can be 
examined as well. This is essential, as may be seen in 
the following cases, in which the neoplasms were shielded 


from the palpating fingers by large cysts. 


Breast Cysts Hiding an Underlying Carcinoma. 
Case III. 


This patient, a single woman, aged forty-seven years, 
had noticed a swelling in the left breast for seven months. 
It had appeared almost. overnight and then gradually 
decreased in size over the first four months, so that when 
she was then examined by her doctor a small, smooth cyst 
only was palpable. However, a second cystic swelling then 
appeared close to the first, and they both increased rapidly 
in size during the next three months. 


. Examination of the patient disclosed two cystic swellings 
in the lower inner quadrant of the left breast. They were 
smooth, rounded and freely movable. Though no neoplasm 
was palpable in this breast, a hard enlarged lymph node 
was felt in the left axilla. Both breasts had the shotty 
feel of hyperplastic cystic disease. 

Operation was performed and the affected breast segment 
removed. In it were several large, smooth-walled cysts 
full of clear fluid. Deep to them and lying in between 
several smaller cysts was a small area of obvious scirrhous 
carcinoma. Radical mastectomy was thereupon performed. 


Examination of the rest of the breast disclosed 
generalized cystic disease, though there were no more 
large cysts. There were three enlarged lymph nodes in 
the axillary tissue. Microscopic examination disclosed that 
the neoplasm was a scirrhous carcinoma, and the three 
lymph nodes were heavily invaded. 


Case IV. 


This patient was a married woman, aged forty-one years, 
with no children. She had had painful swellings below 
the nipple of the left breast for six months., These swellings 
fluctuated in size, being most painful when large. This 
fluctuation in size and intensity of pain had no relation 
to the menses. 

Examination of the patient disclosed in both breasts 
the shotty feel of hyperplastic cystic disease. Beneath the 
nipple of the left breast there were several smooth rounded 
swellings which felt elastic in consistency. No enlarged 
axillary lymph nodes were palpable. 

The left breast was explored and the segment containing 
the larger swellings removed. Inspection of the specimen 
disclosed several large, smooth-walled cysts full of clear 
fluid. In between these cysts was a small, hard area 
typical of a scirrhous carcinoma. Radical mastectomy was 
immediately performed. 

Examination of the rest of the breast disclosed hyper- 
plastic cystic disease. There were two enlarged lymph 
nodes in the axillary tissue. The neoplasm was found on 
microscopic examination to be a scirrhous carcinoma, and 
the enlarged lymph nodes were similarly involved. 


Case V. 


This patient was a married woman, aged fifty-three 
years, with two adult daughters. 


Eighteen years previously the patient’s left breast had 
been amputated for cystic disease. At that time she had 
noticed a small, painless swelling .in the right breast 
lateral to the nipple. She was told that this was a cyst 
and that it did not require removal. It grew very slowly 
over the next seventeen and a half years, but in the 
following six months it iperganed rapidly in size and 
became painful. 

Examination of the a firm, smooth 
rounded swelling lateral to the right nipple. It was 
unattached to the skin or to deeper structures. The rest 
of the breast appeared: normal. One small, hard lymph 
node was palpable in the right axilla. The left breast 
had been removed by simple mastectomy. 


At operation, the affected. segment of the right breast 
was removed. It was found to consist of a mass of cysts 
of varying size set in fibrous tissue like stroma. These 
cysts were full of clear fluid. One area felt much harder 
than the rest and looked like a scirrhous carcinoma. 
Examination of frozen sections confirmed this, and a right 
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radical mastectomy was performed. The rest of the breast 
was found to be the seat. of generalized hyperplastic cystic 
disease. Two lymph nodes were found in the axillary 
tissue to be full of carcinoma celis. 


Comment. 


All these patients (Cases III, IV and V) had generalized 
hyperplastic cystic disease of the breasts. However, in 
each instance the cysts around the-carcinoma were much 
larger than elsewhere in the breast. In Cases III and IV 
these had become apparent to the patient only in the few 
‘months before consultation. In Case V a swelling known 
to have altered little in size over seventeen and a half 
years suddenly became larger over the next six months. 
It may well be that the presence of carcinoma acts as a 
stimulus to the increased growth of any nearby cyst. 
Consequently any swelling, diagnosed as a breast cyst, 
which starts to increase quickly in size must be regarded 
with suspicion. It may be the herald of an adjacent 
unsuspected malignant growth. In any case, these cysts 
successfully hid the underlying malignant growth from 
the palpating finger, so that in each instance the patient 
had been reassured that ‘the mass was only a harmless 
cyst, until in Cases III and V the appearance of enlarged 
aga lymph nodes showed that something graver was 

‘00 

Thus, one must again emphasize the importance of 
exploring all cystic swellings of the breast rather than 
temporizing with aspiration. 
Summary, 

Two cases of carcinoma arising in the wall of a large 
breast cyst are discussed, Three cases of large breast cysts 
successfully hiding early carcindma from the palpating 
finger are also reported. 

It is pointed out that in each instance the cysts concerned 
were full of clear fluid, so that aspiration would not have 
helped in the diagnosis of malignant disease. Even had 
the cysts been caused to collapse by aspiration of their 
contents, the neoplasms could not thave been palpated 
because of the smallness of their size and the numerous 
other small cysts around them. 


Consequently, any breast swelling, no matter how 


_imnocent it may seem, should be examined at operation 


0s: in ‘the ‘cases here reported. 


Acknowledgements. 


I wish to thank Dr. Colin Graham, morbid anatomist 
at the Royal North Shore Hospital, for examining the 
sections in Cases I and V. I wish also to thank Miss M. 
Simpeon, of the Photography Department of the Unit of 
Clinical Investigation, for the photomicrographs. 


Bibliography. 

Arxins, H. J. B. (1952), “Pain in ‘th e Breast”, Lancet, 1:510. 
Patsy, D. H., and Noricx, A. W. (1963), “Natural 
Disease of Breast Treated Conservatively”, Brit. M. J., 1:15. 


THE BONNEVIE-ULLRICH SYNDROME. 


By MicHart Exryan, 
Pediatrician, Townsville Hospital, 
Quoeasions 


TURNER (1988) described “of infantilism, 
pterygium colli (webbed neck) and cubitus valgus. Growth 
in height is stunted and , is increased urinary 
excretion of gonadotrophin after puberty (urinary gonado- 
trophin excretion is very small before puberty). In 
addition, there are frequently a lowered hair-line on the 
neck, ear deformities, coarctation of the aorta and 
scoliosis. Intelligence is usually normal. Turner’s original 
ten cases occurred in females, aged fifteen to twenty-three . 
years. Cunningham and Harley (1951) and Dorff et alii | 


The Bonnevie-Ulirich syndrome,.in addition to pterygium 
colli, is especially characterized by lymphangiectatic 
edema, retardation of; growth, skeletal anomalies, _dys- 
trophy of nails et cetera: 

Kristine Bonnevie (1934) postulated that pterygium colli 
and the associated anomalies could be produced by raising 
inbred Bagg-Little mice (Bagg and Little, 1924) and 
exposing them to X rays whilst in embryo. According to 
Bonnevie, the malformations were the result of an 
extrusion of excess quantity of liquor through the occipital 
gap in the fourth ventricle, causing migratory myel- 
encephalic blebs. 


I. 
Showing pterygium colli (webbed neck). 


Ullrich (1938), carrying out further investigations, con- 
firmed Bonnevie’s original thesis and inferred that the 
process causing the multiple malformations in Bagg-Little 
mice offered an illuminating explanation of a very similar 
combination of deformities in man. 


However, Ullrich (1949) modified his original concept, 
and concluded that, in view of the consistent symmetrical 
distribution of all the defects, the Bonnevie-Ullrich syn- 
drome was incompatible’ with the wandering bleb 
mechanism. . 


Clinical Record. 


“§.”, a girl, aged thirteen months, was first examined on 
March 13, 1953. Her birth weight was 3-2 kilograms. 
Apart from one mild attack of bronchitis, she had had no 
previous illness. Both parents were alive and well. There 
was considerable sexual disharmony between the parents. 
There were three other siblings, aged six, four and three 
years respectively, who were all well. The family back- 
ground was non-contributory. The mother developed 
mumps when three and a half months pregnant. 


On examination of the child, the temperature, respiratien 
and pulse were normal, as were the heart, lungs, abdomen 
and central nervous system. The head circumference was 
48 centimetres, the weight was 10-45 kilograms and the 
length was 69°8 centimetres. The general appearance was 
that of a sallow infant with sagging eyelids (no actual 
ptosis was present) and deep-set corners of the mouth, 

haracteristic 


giving the appearance of the peculiar c 
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triangle-shaped mouth described as “wolf jaw”. She had 
pterygium colli (Figure I) and congenital lymphan- 
“giectatic edema of the hands and*feet (Figures II and 
III). The right ear was larger than the left. The hair- 
line of her neck was low. Pronounced scoliosis, funnel 
chest and dystrophy of her hands and feet were present. 
Her mental development appeared normal. 


A number of investigations were carried out. A blood 
examination revealed that the hemoglobin value was 10-7 
grammes per centum and the white cells numbered 9000 
per cubic millimetre; the mean corpuscular diameter was. 
7-0u. A differential leucocyte count revealed a lympho- 


Figure 


-three days; well-marked con- 


Infan 
lymphangiectatic cedema. 


geni 


cytosis of 50%, but no other abnormality. Microscopic 
examination of the urine revealed no abnormality. The 
serum calcium content was 10 milligrammes per centum, 
the serum alkaline phosphatase content was six units, the 
serum. cholesterol content was 320 milligrammes per 
centum, and the plasma chloride content was 370 milli- 
grammes per 100 millilitres. There was no reaction to the 
tuberculin test, and no phenylpyruvic acid was detected in 
the urine. The Kline test produced a negative result. 
X-ray examination revealed fusion of the seventh and 
eighth ribs on the right side and hemivertebre in the 
eighth dorsal vertebra. There was no evidence of Klippel- 
Feil syndrome, Sprengel’s deformity or Pott’s disease. 


This patient shows the classical signs of the Bonnevie- 
Ullrich syndrome—webbed neck, congenital lymphangiec- 
tatic edema, low neck hair-line, dystrophy of the nails, 
and the characteristic physiognomy and various skeletal 
defects. ; 

It is clear that the Bonnevie-Ullrich syndrome is 


intimately related to such conditions as Turner’s syndrome 


and Nielsen’s dystrophia brevicollis congenita, recognized 
by Klippel-Feil syndrome, pterygium colli and anomalies. 
of the hair-line of the neck. 

It is difficult to apply Kristine Bonnevie’s theory to all 
the manifestations of this syndrome, and Ullrich now 
admits that the symmetrical distribution of the defects is 


incompatible with the wandering bleb mechanism. 


Turner maintained that the syndrome he described was. 
due to ovarian agenesis, but complete agenesis of the 
ovaries is not always present and Turner’s syndrome is 
reported in the male. Certainly, in many cases there are 


signs of infantilism and hypogonadism. Endocrine dis- 


Ficure III. 


Infant, aged three days; webbed neck 
and congenital cedema 
of hand 


orders can therefore be of only secondary significance in 
the pathogenesis of Turner’s syndrome as a whole. 


It is of interest to note that, in the present case, the 
mother developed mumps when three and a half months 
pregnant. Epididymo-orchitis and ovaritis are common 
complications of epidemic parotitis after puberty, and, 
though unusual, complications before puberty nevertheless 
do occur. Occasionally the thyroid, thymus and breasts 
are involved. The Bonnevie-Ullrich syndrome is accom- 
panied by infantilism. ‘Turner’s syndrome, though much 
more frequent in the female, also occurs in the male. I 
can only postulate that there may be some significant — 
ewtiological relationship between the occurrence of mumps 
in‘the mother during the third month of pregnancy and 
the development of the Bonnevie-Ullrich syndrome. 
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Summary. 
ease presenting the classical ot 
Bonnevie-Ulirich syndrome. Comment is made on the close 
similarity between this syndrome and Turner’s syndrome. 
References are. made to the literature relating to the 
pathogenesis, none of which gives a satisfactory xtiological 
reason for all the manifestations. Attention is drawn to 
the mother’s developing mumps when three and a half 
months pregnant, and consideration is given to the ~~ 
sibility whether this occurrence has any relationship to 
the pathogenesis. 
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Exposed to Roentgen 


J. Hap. 
(1951), “Case of 


“Turner’s Syn 
Human Gentes, 


Emotional Factors Disease: By Eric Wittkower, 
M.D., and Brien Reneeil, M.D., with contributions from 
Peter Edgell, Desmond Irwin and John Slorach, and 
forewords by Dr. R. M. B. MacKenna and Professor 
D. E. Cameron; 1953. New York: Paul B. Hoeber, 
Incorporated. A Psychosomatic Medicine Monograph. 
93” x MeN, pp. 224. Price: $4.00. 


Tus book is a psychosomatic medicine monograph by 
two able clinicians, a dermatologist and a psychiatrist. It 
includes forewords by Dr. R. M. B. MacKenna (London) and 
Professor D. E. Cameron (Montreal). There are two parts 
to the text and the end of each chapter carries a summary 
and conclusions relating to the principal features of the 
chapter. Part I deals with the psychosomatic approach to 
skin diseases, with the anatomy and physiology of the skin 
and with the investigation and. management of skin dis- 
orders. Part II deals with specific conditions, referring to 
abnormal skin sensations and abnormal skin manifestations. 


We agree wholeheartedly with the authors that -“‘reluct- 
ance to admit the relevance of emotional factors [in 
dermatology] is marked in some quarters”. This reluctance 
does not admit that mind and body are inseparabie. How- 
ever, granting acceptance of the principle of unity of psyche 
and soma, the authors’ attempts to draw etiological con- 
«clusions from this are not and 
are often obscured by wordiness. 

The case histories are of great interest, and in themgelves 
seem more instructive than. much.of the text, which 
the obvious more than is necessary; for example, “.. . 
the patient starts to weep, blush, or sweat on. EEE 
any particular topic, or quietly dismisses the subject as of 
no importance, or starts scratching the affected skin, then 
the examiner can be satisfied that the patient is touched 
to the quick, in a psychological as well as in a regres 
logical sense”. 

It is agreed that most dermatologists can cope with the 
‘more superficial problems in the psychiatric approach to 
skin. diseases and that they can give the patient | insight and 
some emotional relief. The deeper problems call for 
psychiatric assistance. 


The skin conditions discussed include pruritus vulve, 
pruritus ani, eczema, pompholyx, psoriasis, seborrheic 
dermatitis, urticaria, rosacea, acne and alopecia, The final 


chapter deals with the skin and psychoses. In this chapter 
223 cases of skin disease among 143,468 patients. 
are classified. Although the conclusions are in ‘ 
are not very informative. 

book is well: edited on the whole, 
on the cover differs by one letter 


from that on the front 


practitioners interested 
and, think that its publication 
@ reluctance previously 


.. We recommend the book to all 
psychosomatic medicine and 
will help to overcome some 2 


mentioned. 


y: The Pharmacology of Diuretic Agents 

ent of the Edematous Patient. 
By Alfred Vogl, M.D.; 1953. Baltimore: The Williams 
and Wilkins, Company. London: Bailliére, Tindall and 
Cox. Sydney: Angus and Robertson, x 63”, 
pp. 262, with five text figures. Price: 53s. 9d. 


ALFRED VOoOGL; the first physician to observe the diuretic 
effect of an organic mercurial compound on a. patient 
receiving treatment for syphilis, has produced a compre- 
hensive monograph on diuretic therapy. An introductory 
chapter on the pathogenesis of cdema is followed by a 
review of the indications for diuretic therapy. While the 
use of diuretics in congestive cardiac failure is the main 
subject, attention is paid to the treatment of cedema in 
hepatic cirrhosis with ascites, nephritic and nephrotic 
edema, beriberi heart disease, chronic post-phlebitic cdema 
and other conditions. The pharmacology and clinical useful- 
ness of the more important diuretic drugs are briefly dis- 
cussed, most attention being paid to the organic mercurial 
diuretics, including the newer forms for subcutaneous and 
oral use. 

The author points out that the practice of diuretic therapy 
is wider than the mere use of diuretic drugs. The value of 
rest, the diet with the low sodium content, the care neces- 
sary in maintaining electrolyte balamce, the use of the 
cation exchange resins and the mechanical removal of fluid 
all play their part. It is emphasized that, in the treatment 
of congestive cardiac failure, mercurial diuretics supplement 
but do not replace bed rest, adequate digitalization and salt 
restriction. Diuretic drugs should be ordered as individual 
doses, depending on the response of the patient, not as a 
“routine course” of injections. Practical advice is given on 
dosage and-the use of diuretic adjuvants such as acidifying 
salts. Side effects—toxic reactions or hypersensitivity to 
mercury—and the effects of excessive diuresis are clearly 
discussed, including the differential diagnosis and manage- 
ment of complications caused by excessive diuresis. The 
absolute contraindications to the use of mercurial diuretics 
are given. In other conditions traditionally regarded as 
contraindications the judicious use of mercurials may as a 
rule be safely undertaken. The management of refractory 
cedema and the combination of diuretic drugs is = eovered, 
with some illustrative case commentaries. 


There is also brief reference to antidiuretic substances 
such as sodium compounds and various narcotics, sedatives 
and analgesics (including ‘“Butazolidin”), nicotine and 
adrenal corticoids which can counteract or neutralize the 
effect of the diuretics. 

An extensive bibliography is given. Altogether this short 
book is practical, easily read and of the greatest value to 
all practitioners undertaking the care of medical cases. 


Books Receivey, 


(The mention of a book in this column does not imply that 
no review will appear in a subsequent issue.) j 


“Favourite ons”, edited by Heneage K.B.E., 
D.M., M.Ch., F.R.C.S., an William A. R. Thomson, M.D.; 
Second Bai ee Hey "1954. London: The Practitioner. 9” x 6”, pp. 

_ ‘There are 5 authors to this volume. 


"Practical Clinical Biochemistry”, by Harold Variey, 
F.R.LC.; 1954. London; William Heinemann (Medical Books), 
Limited.” 9” x 6”, pp. 558, with 70 te xt figures. Price: 42s. 


A survey of the whole subject and intended specially for 
registrars training in clinical pathology, hospital biochemists 
and laboratory technicians. 

Transactions Fourth Conf 

March 4, 5 one: 6, 195s. Princeton, NO ”, edited. by. David- 

Reais 1954. New York: Josiah Macy Past 
dation. Pome x 6a”, pp. 224, with 54 illustrations. Price: 


discussed were the mechanism of vision, the 
of hearing and sensory receptors. 
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All articles submitted for publication in this journal should 
be typed with double or treble spacing. Carbon copies should 
not be sent. Authors are requested to avoid the use of 
abbreviations and not to underline either words or phrases. 


References to articles and books .should be carefully 
checked. In a reference the following information should 
be given: surname of author, initials of author, year, full 
title of article, name of journal, volume, number of first page 
of the article. The abbreviations used for the titles of 
journals are those adopted by the Quarterly Cumulative 
Index Medicus. If a reference is made to an abstract of a 
paper, the name of the original journal, together with that 
of the journal in which the abstract has appeared, should be 
given with full date in each instance. 


Authors who are not accustomed to prevaring drawings 


or photographic :prints for reproduction are invited 
the advice of the Editor. 


PROGNOSIS IN HEART DISEASE. — 


In 1913 James Mackenzie wrote in the third edition of 
his book “Diseases of the Heart”: “I am rather afraid 
‘that our profession as a body does not recognize sufficiently 
its responsibility in regard to prognosis. When an 
. individual submits himself for an opinion he does so with 
‘such implicit confidence that the verdict given may alter 


the whole tenor of his life... . A serious responsibility 
is thrown upon every practitioner at times in advising 
upon certain questions.” Forty years later Paul D. White’ 
an quote this statement, and still be obliged to say that 
prognosis remains “a stepchild in medical advance partly 
‘because it is a difficult subject and partly because, for 
some reason or other, it has rarely been studied scientific- 
ally”. He feels sure that the doctor today can do better 
than he has in the past, and points firstly to the greater 
amount of knowledge available on which to base prognosis, 
and secondly to the need to call more on the laws of 
chance.. In a thoughtful attempt to organize the applica- 
tion of available scientific knowledge, White presents ten 
factors that combine to form the basis for cardio-vascular 
prognosis in any given case. The first factor, which is 
described as “very basic’, is heredity. There seems little 
question that the patient with long-lived ancestors or 
near relatives is likely, other things being equal, to live 
longer than the patient with short-lived ancestors or near 
relatives, and in general this principle is quite relevant 


to the prognosis in cardio-vascular conditions. There is: 


‘some suggestion that in relation to coronary disease the 
maternal inheritance is more potent than the paternal. 
White points out that in practice it is of great importance 
for the physician to inquire specifically about the ages 
and causes of death or important illnesses in parents and 


1J.A.M.A., September 12, 1953. 


siblings, and even on occasions in grandparents, uncles, 
aunts and children. This procedure should be routine in 
cases of cardio-vascular disease. However, this factor does 
not stand alone, and an unfavourable family history should 
not be allowed to depress any particular patient. The 
-second and third factors are age and sex. Other things 
again being equal, the older the patient after the period 
of infancy, the worse the prognosis. It must be realized, 
however, that chronological age is not the same as physical 
age. The sex factor is seen in the fact that, yet again 
other things being equal, men are more vulnerable and 
have an earlier and higher mortality than women in most 
cardio-vascular conditions. Coronary heart disease is a 
condition of middle-aged men, and in White’s experience 
the prognosis has been somewhat worse than in women. 
The fourth factor, the type of heart disease, is, of course, 
of paramount importance; but the picture here is changing. 
Modern methods of treatment have greatly modified the 
gloomy prognosis that was formerly inevitable in two 
particular. conditions—namely, subacute bacterial endo- 
carditis and syphilitic aortitis. The position is also much 
brighter for many patients with congenital defects of the 
heart and great blood vessels, although many baffling 
problems remain. It would seem that in these cases a 
prognosis should not be given until the patient has had 


the benefit of the advice of those particularly well informed 


and skilled in this field. Another prognosis that used to be 
very bad, that of the patient with the. thyrotoxic heart, 
has also improved greatly, not only bécause of better 
treatment when the condition has become established, but 
also because of the early recognition and cure of thyro- 
toxicosis before the heart becomes seriously involved. By 
contrast with these conditions, White refers to three types 
of heart disease that continue to challenge us, and for 
which we can as yet do little to better the prognosis. The 
first of these is cor pulmonale, both the chronic and the 
acute types. In this condition, by the time the heart is 
seriously affected with dilatation and failure of the right 
ventricle, the prognosis is very grave and life hangs in 
the balance. Hypertensive cardio-vascular disease presents 
a grimmer problem because of its great prevalence and 
our failure to discover adequate specific therapy. In 
many cases the condition is mild and the prognosis is 
good for many years; but even in some of these cases 
the condition becomes malignant, and we cannot always 
prophesy which these will be. White points out that in 
the study of patients with hypertension, it is necessary to 
gather together all known factors on which to base a 
reasonable individual prognosis. It is also of interest to 
try to determine when possible where the greatest threat 
lies—on the heart, on the cerebral circulation or on the 
kidneys. A very high diastolic pressure in a young or 
middle-aged man is an immediate threat to the heart; 
commencing abnormalities of urine and renal function 
point to serious kidney disease; and so-called hypertensive 
encephalopathy, especially with “little strokes”, favours 
termination of life by a cerebral vascular accident. The 
most difficult problem in cardiac prognosis, according to 
White, is that associated with angina pectoris. He points 
out that despite considerable advances in the under- 
standing of this condition during the last twenty-five years, 
it is still considered wise to “guard” the prognosis in 
almost every case. His view is that we should be able 
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to do better than this; but it requires a lot more study 
of the factors concerned and their careful application to 
the individual patient. 
Another of the ten factors described as of prognostic 
importance at least equal to the kind of heart disease, is 
the degree of severity of that disease. With two coexisting 
conditions it is usually better to-base the prognosis on 
the severe lesion, and not alter*it much on the finding of 
a lesser lesion. White has not found one abnormality com- 
pensating for another, as is sometimes described as happen- 
ing; his experience is rather that various lesions are 
additive in their prognostic significance. He states that 
one of the most important clues to help in estimating the 
degree of heart disease is the size ‘of the heart; in general, 
the larger the heart, the worse the prognosis. The sixth 
factor is the stage of the disease. Generally speaking, the 
earlier the stage, the less severe the condition and the 
better the immediate prognosis with adequate treatment. 
An apparent exception to this is massive myocardial 
infarction, which offers the greatest threat to life during 
the first hour or two; but even here, the earlier adequate 
treatment can be applied, the better the prognosis. This 
brings us to the next factor, the adequacy of treatment, 
which is rather obvious but important. As White states, 
even the most ignorant physician is supplied with thera- 
peutic tools that permit him to prolong lives that would 
have been lost a generation or two ago. The eighth factor 
is rather elusive, but cannot be put ‘aside. It is simply 
the great annual increase of medical knowledge resulting 


largely from research. It has to be borne in mind all the. 


time that round the corner there may be a cure, or at 
least some improvement of a current therapeutic measure, 
that may radically alter the prognosis. Encouragement to 
look for these possibilities is provided by what has been 
achieved recently in the management of subacute bacterial 
endocarditis and congenital heart disease. Another vital 
factor that the medical adviser should be at pains to 
assess is the degree of cooperation of the patient. The 
difference between life and death may easily depend on 
this factor. That is why, as White points out, it is essential 
for the physician to establish at the very beginning a 
good relationship, and to take time to explain as fully as 
is necessary what is wrong and what should be done 
without going into tedious detail or recounting all the 
bad complications that could develop. An hour spent in 
this way may save weeks and months of miserable appre- 
hension and unhappy rebellion. The last factor is the 
attitude of all concerned, including the physician, the 
patient, his family and friends, and even on occasion the 
community. Optimism can play a significant role in 
improving the prognosis, although it can be overdone and 
should not be allowed when there is no possible justifica- 
tion for it. Over-confidence and carelessness on the part 
of physician and patient may lead to unfortunate results; 
but at least the old adage of “while there is life there is 
‘ hope” proves true often enough, even in the sickest patient, 
to justify its use without over-confidence. White agrees, 
at the conclusion of his paper, that assessment of the 


relative values of the various factors that he has men-. 


tioned is extremely difficult, and in fact practically impos- 
sible in the present state of..ourknowledge or of our 


ignorance. Nevertheless a start must be made in relation 
to the individual patient, and with deliberate effort in this 
direction and growing experience it should be possible for 
the art of making a prognosis to become a science. 


Current Comment. 
ADRENAL SURGERY. 


Tue once forbidding problems involved in adrenal 
surgery have taken on a new aspect in the light of our 
present knowledge of adrenal physiology and steroid 
chemistry. Bilateral total adrenalectomy, without replace- 
ment therapy, leads to death within ten days, and 
Addison’s disease used to be considered an invariably fatal 
condition. With the synthesis and use of DOCA (desoxy- 
corticosterone acetate) the outlook was changed, as J. W. 
Jailer’ has pointed out, but it is now known that this 
steroid alone is not sufficient for complete adrenocortical 
replacement. Adrenal cortical extract has had to be used 
to supplement DOCA, and it is only since the introduction 
of cortisone that radical adrenal surgery has been possible 
with a reasonably small risk. Jailer goes on to state that 
desoxycorticosterone, as the term “desoxy” implies, lacks 
an oxygen atom at the eleventh carbon atom. Its effect is 
primarily on salt and water metabolism, being but little 
on protein and carbohydrate metabolism. DOCA can main- 
tain life in the adrenalectomized animal, but cannot pro- 
tect against a stress like cold, infections or toxins. The 
1l-oxysteroids, on the other hand, as represented by 
cortisone (compound F), are more effective against stress. 
They have an. effect on protein metabolism and gluco- 
neogenesis and increase the capacity of muscles for work. 
One of their important effects is to suppress ACTH pro- 
duction by the pituitary. The other hormone at our dis- 
posal is ACTH; its effects are mediated through the 
— and it is ineffective in the absence of the adrenal 
co ¥ 

In an overall review of pre-operative and post-operative 
care in adrenal surgery, Jailer refers first to the perform- 
ance of total adrenalectomy for malignant hypertension, 
prostatic carcinoma and mammary carcinoma. He states 
that if the adrenalectomy is performed in two stages, no 
special preparation is necessary for the first stage. Other- 
wise the patient is given 200 milligrammes of cortisone 
intramuscularly on the day before operation. On the day 
of operation 200 milligrammes of cortisone plus five milli- 
grammes of DOCA are given. The next day these two 
substances are given again (in the same dose). After 
that, cortisone administration is gradually tapered off. 
Adrenalectomy is also performed for Cushing’s syndrome. 
It has not been established whether the syndrome is due 
primarily to pituitary or primarily to adrenal cortical 
disease. However, there is no doubt that the clinical 
manifestations are due to excessive corticoid secretion. If 
an adrenal tumour exists in the presence of this clinical 
entity, the opposite adrenal is invariably atrophic. In 
other words, if no replacement therapy is used in con- 
junction with the removal of the diseased adrenal, the 
operation is tantamount to bilateral total adrenalectomy. 
The rationale of therapy is therefore replacement with 
cortisone and DOCA, as well as ACTH, to stimulate the 
function of the atrophic contralateral gland. If, in the 
immediate post-operative period, the blood pressure falls, 
infusions of nor-adrenaline or “Neo-Synephrine” and blood 
should be given. Serum sodium and potassium levels are 
carefully followed, and these electrolytes are replaced, if 
necessary. When Cushing’s syndrome is due to bilateral 
adrenal hyperplasia, as it mostly is, the usual routine is 
to remove 90% of one adrenal and at a future date to 
remove the opposite gland completely. The replacement 
therapy is similar to that outlined for bilateral adrenalec- 
tomy in malignant hypertension. The adrenogenital syn- 
drome, or adrenal virilism, may be due to adrenal h - 


Urol, August, 1958. 
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plasia or neoplasm. Owing to the differences in the 


. steroids elaborated in this condition compared with those 


‘of Cushing’s syndrome, the metabolic alterations are 
different, and so is the operative procedure. Very little 
or no hormonal support is necessary. Jailer, being a 
physician, describes “medical adrenalectomy” as follows: 
ACTH stimulates the adrenal cortex, and conversely 
cortisone (compound F) inhibits the pituitary from 
secreting more ACTH; thus, in patients with adrenal 
virilism due to bilateral adrenal hyperplasia, the adminis- 
tration of cortisone results in an indirect decrease of 
adrenal secretion, and at the same time the substitution 
of a more normal adrenal steroid for the abnormal ones 


being established in this syndrome. 


CARBOHYDRATE IN THE TREATMENT OF DIABETIC 
KETOSIS. 


THERE has been considerable argument concerning the 
value of carbohydrate, given in addition to insulin, in 
the treatment of ketosis occurring in the human subject 
with diabetes. It has been pointed out that examinations 
for urinary ketones, particularly if qualitative methods are 
used, are not a trustworthy guide to the degree of 
ketonemia. M. Rosecan and W. H. Daughaday, in a study 
on this subject, state that one reason for this is that 
ketones continue to be excreted in the urine until the 
level in the blood is very low, and at this stage may appear 
in the urine in a concentration which still gives a reaction 
in a qualitative test. These authors have carried out an 
investigation based on the study of eight diabetics, in 
whom a state of ketosis had been induced, using the 
ketone blood level as the criterion of the ketosis. The 
subjects of the experiment were five women and three men, 
in age ranging from nineteen to sixty-seven years, and 
otherwise healthy. Insulin was withheld for one to three 
days, and the blood ketone levels were studied. The 
authors found that dehydration did not occur in spite of 
well marked polyuria. Clinical signs of ketosis were not 
observed, except that two patients vomited slightly and 
one had Kussmaul respirations. An attempt was made to 
achieve equivalent degrees of ketosis in each individual 
patient, and insulin dosage was likewise kept constant for 
each patient. A 10% solution of glucose or fructose was 
given intravenously at a standard rate for four hours, 
and control patients were used who received insulin and 
infusions of saline solution. Though routines differed 
somewhat with different patients, all infusions were given 
early in the morning, usually fourteen hours after the 
last meal. Standard methods of analysis were used for 
the biochemical determinations. The carbohydrate 
infusions maintained a rate of 0-8 gramme per kilogram 
per hour. An average dose of 45 units of insulin was 
needed to reduce the blood sugar to normal limits in the 
controls. Study of the tables and graphs is, of course, 
necessary for a clear presentation of the results, but the 
authors summarize their findings in the behaviour of the 
earbohydrate component of the patients’ intake as follows. 
When carbohydrate was given the rapid drop in blood 
ketones might be due to three processes. These were the 
increased excretion from the kidneys, the increased 
peripheral utilization of the ketones and the decreased 
production of ketones by the liver. The first of these 
possibilities the authors eliminate because the total 
ketonuria remained constant in the different therapeutic 
procedures. The second possible factor is not really valid 
because doubt has been cast on the experimental evidence. 
It seems, therefore, that inhibition of the avers power to 


‘produce ketones is a more likely hypothesis 


The final results of the experiments are as follows. The 
level of the blood ketone falls more rapidly in patients 
with diabetic ketosis when glucose and fructose are 
injected, in addition to insulin, than when saline and 
insulin alone are used. No significant difference could be 
discovered between the rates of fall of blood ketones 
when glucose or fructose was given. However, the degree 


of glycosuria was less with fructose, and the hyper- 
glycemia was less prolonged. Rosecan and Daughaday 
point out that one of the drawbacks of glucose used with 
insulin in the treatment of ketosis is that greater hyper- 
glycemia brings in its train greater intracellular dehydra- 
tion; there is also diuresis due to greater osmosis, and 
more electrolytes are lost. They therefore consider that 
fructose properly used could minimize these disadvantages, 
and if used in conjunction with adequate dosage of insulin 
and fiuid should hasten recovery. 


Diabetes is a subject whose therapy has pursued a 
satisfactory and reasonably even course, though the type 
of insulin and choice of exact method still permit some 
latitude of opinion and practice. The handling of ketosis 
will, it seems, also cause further debate, and further work 
would be welcome to hasten its stabilization, as far as 
any subject can be stabilized in the practice of medicine. 


DROWNING HASMOGLOBINURIA. 


More efficient methods of resuscitataion of ~persons 
apparently drowned have afforded more opportunity for 
making observations on the physiological changes which 
may follow the admission of water to the circulation. It 
has been shown in both drowned individuals and in 
experimental animals that fresh water may gain access to 
the lungs and thus to the circulation. Charles EB. Rath 
now presents a report on a fifteen-year-old boy in whom 
hemoglobinemia and hemoglobinuria were observed 
during his recovery from submersion.’ Rath’s report is 
all the more interesting since he has not found any 
similar account in the literature dealing with a patient 
who survived submersion. The boy was found lying in a 
swimming pool, having been there for an unknown period, 
thought to be not more than five minutes. Voluntary 
respiration was resumed at once when artificial res,‘ration 
was applied, and oxygen was given while he was being 
removed to hospital. Here he was restless, exhaling sanious 
froth, and scattered rales were audible in the lungs. Dark 
urine was passed; it contained protein, some red cells and 
many white cells, and tests showed the presence of blood 
pigment. Full investigation was made of the blood and 
urinary chemistry. Perhaps a warning may be found in 
his rather alarming reaction to the intravenous adminis- 
tration of “Sodium Amytal” for the purpose of facilitating 
lumbar puncture. He lost the customary evidences of reflex 
activity and showed signs of anoxia. These signs subsided, 
and during this period signs of the so-called decerebrate 
rigidity were manifest, but on the following day the boy 
had regained memory and orderéd speech. After this he 
made a rapid recovery. The evidence of hemolysis soon 
disappeared from the serum, and the urine also cleared. 
Rath, in studying this history, asks whether the mechanism 
of the hemolysis was concerned with the passage of fresh 
water through the pulmonary alveolar walls or some other 
phenomenon. There was also the question of the cause of 
the signs of involvement of the central nervous system, 
and that of the possibility of renal damage. It seems 
unlikely that any serious lesion of the kidneys occurred, 
as the blood nitrogen level was raised only during a brief 
period, and the urinary signs observed could be due simply 
to a transient ischemia. In an endeavour to explain the 
cause of the hemolysis Rath had tests carried out on the 
red cell fragility, but no abnormality was found. The cold 
agglutination titre was not increased, and no history of 
hemoglobinuria existed. Rath has also examined the 
literature, and performed three brief experiments in which 
water was allowed to enter the trachea of an experimental 
animal. These permitted a rough estimate of the amount 
of water which gained access to the blood. It was found 
that a rise in the plasma h hromogen level occurred 
even though the amount of water used was not sufficient to 
produce hemoglobinuria. An experiment was also per- 
formed with water “labelled” with sodium salicylate. It 
seems difficult to establish a mathematical basis for the 
observed phenomena, but Rath is satisfied that the experi- - 


1J, Clin, Investigation, January, 1954. 


1 Blood, December, 1953. 
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mental work of others points to the cause of hemo- 
globinemia in drowning being intravascular hemolysis 
produced by the absorption of hypotonic fluid (that is, 
‘water) into the circulation. The sequel to this interesting 
ease history is satisfactory, for the patient was followed 
up by the author, and remained well after periods of two 
‘weeks, one year, two years and, finally, four years from 
his admission to hospital. In conclusion, it may be men- 
tioned that other recent investigators have compared the 
findings in animals drowned in fresh and in salt water. 
Blectrolytic changes have been found in the blood in the 
left side of the heart, and it is suggested that this is due 
to failure of the heart to move pulmonary blood into the 
left auricle. Here, too, there seems good evidence of the 
passage of the drowning medium through the pulmonary 
alveolar walls. It is perhaps not out of place to emphasize 
the literally fatal ease with which young children may 
succumb to immersion, a hazard which is often preventible. 


HUMAN MELANIN. 


Ir has long been known that melanin is produced from 
tyrosine by the action ofan enzyme, tyrosinase producing 
dopa, dihydroxyphenylalanine, and the action of another 
enzyme or group of enzymes on the dopa to produce the 
black pigment, melanin. T. B. Fitzpatrick and A. B. 
Lerner’ have done a considerable amount of work over 
the past few years on the’ production of melanin in 
human skin and on the various,factors which influence its 
production. 
concerned in the production of melanin from tyrosine be 
called tyrosinase. Melanin is a. brown or black pigment 
produced by the polymerization of oxidation products of 
orthodihydroxyphenyl compounds to insoluble substances 
of high molecular weight. The tyrosinase system has been 
demonstrated in human melanomata, but only recently in 
normal human skin. It was shown by the authors that 
eertain dendriteshaped pigmented cells forming a 

syncytium along the epidermal-dermal junction were the 
ouly cells in the skin in which tyrosinase activity could 
be demonstrated, and the term melanocyte is proposed for 
these cells, the old term melanoblast being reserved for 
the immature cells at their origin in the neural crest. 
Melanocytes may occur in the dermis in compact cellular 
masses (blue nevi) or as groups of cells scattered through 
the dermal connective tissue (Mongolian spot). The 
melanocytes arise from the neural crest, and these cells 
in the dermis probably represent arrested migration from 
the neural crest. Melanocytes are also found in the 
human leptomeninges. . 

Copper is essential for the tyrosine-tyrosinase reaction, 
and the reaction in human pigment cells is inhibited by 
agents which combine with copper, A unique regulating 
mechanism for melanin production in mammalian melano- 
' eytes is provided by compounds containing -SH groups 
which probably bind the copper. Glutathione is such a 
substance. It has been suggested that the reaction between 
tyrosin and tyrosinase in normal human skin may be 
prevented or partly prevented by the presence of -SH 
groups. Physical agents (ultra-violet rays, X rays, radium 
and infra-red rays) and possibly inflammation may 
oxidize the -SH groups, thereby releasing the enzymes. 
Certain organic sulphur compounds have marked 
inhibitory effects. Thiouracil has been shown to decrease 
the concentration of melanin precursors in the urine of 
patients with malignant melanomata and to produce areas 
of depigmentation in the skin of Negroes. Certain para- 
hydroxyphenyl compounds have. a like effect, and the 
monobenzyl ether of ‘hydrdquinone and parahydroxy- 
propiophenone have been used clinically with considerable 
success as depigmenting agents in man. The net content 
of melanin in the melanocytes of the skin determines 
whether the skin is black, brown or white, and depends on 
the balance of melanin formation and melanin excretion 
from the pigment cell. Part of the excretion goes via the 
lymphatics into the venous system and thence into: the 


They suggest that the total enzyme systems: 


urine. In patients with Addision’s disease and in Negroes 
melanin is often found in liver and kidneys. Another 
path of excretion is through the epidermis. A difference 
in the physiological turnover of melanin in white skin and 
Negro skin is apparent in the degree of depigmentation 
after local application of inhibitors of melanin formation. 
Local application of monobenzyl ether of hydroquinone 
often causes complete depigmentation in Negro skin, but 
not in normal white skin. This must be related to the 
greater excretion rate in Negroes. .-There is evidence that 
melanin production is controlled by the pituitary through 
the adrenals, for pigmentation can occur in patients 
receiving some preparations of corticotropin (ACTH). 

-Pigmentary disturbances are associated with blocks in 
the intermediary metabolism of-phenylalanine and tyrosine. 
Decreased pigmentation in phenyluria occurs because of 
a relative deficiency of tyrosine. Lack of melanin in 
albinism is related to absence of the enzyme tyrosinase, 
although melanocytes are present in the skin. The pig- 
mentation in alcaptonuric ochronosis is not due to melanin, 
but is derived from homogentisic acid. 


WOUND HEALING WITHOUT DRESSINGS. 


AttrHoucH individual surgeons have dispensed with the 
use of dressings for operation wounds in certain cases, 
this time-honoured practice is still generally observed. It 
has much to commend it. According to C. J. Heifetz, 
F. 0. Richards and M. S. Lawrence,’ the chief reasons for 
applying dressings are for absorbing secretions, aiding 
hemostasis, splinting, obliterating dead spaces, protecting 
against trauma and preventing contamination. Without 
attempting to question the validity of using dressings or 
impugning the fundamental precepts just mentioned, 
Heifetz, Richards and Lawrence set. out to determine 
whether the application of a dressing per se had any 
significant effect on wound healing. . The investigation 


‘was both experimental and.clinieal.. They produced clean 


aseptic wounds of the abdominal walls of rabbits, obtained 
hemostasis and carefully coapted the edges; the wounds 
of half of the animals were left uncovered, and the others 
were covered with dressings. The wounds in the two 
groups healed equally well. Similarly, in a controlled study 
of 53 undrained aseptic surgical wounds in human sub- 
jects, no significant difference in healing of the wounds 
was noticed, and there was no significant difference in 
bacterial counts from the wounds. Three groups of patients 
were studied; in the first a dressing was applied and 
secured with adhesive tape, in the second group the 
dressings were removed after twenty-four hours, and in 
the third group no dressing was applied, but the wounds 
were covered with a sterile towel for six to twenty-four 
hours. It is pointed out: that, apart from the question of 
healing of the wound, there are advantages in leaving off 
the dressings. These include the facts that the wound is 
more easily observed, that adhesive tape irritation is 
avoided, and that economies are possible in surgical 
supplies and in time of hospital personnel. Heifetz, 
Richards and Lawrence conclude, however, that a dressing 
should still be used if the operation has been performed 
under local anesthesia, if a drain tube is inserted, if the 
wound is through the scar of a previous operation, if 
hemostasis is not quite perfect, if the wound is closed with 
catgut, if there is any actual or potential dead space in 
the wound, if splinting is required, or if the wound may be 
subject to trauma because of its location or because of 
the uncooperativeness of the patient. The desirable treat- 
ment for an individual wound is a matter for selection. 


THE WORLD MEDICAL JOURNAL. 


In 1949 The World Medical Association commenced pub- 
lication of a quarterly Bulletin, which was continued till 


“October, 1943. At the last General Assembly of The World 


Medical Association in 1953, the Bulletin was the subject 


2 Arch. Dermat. Syph., February, 1954. 


1 Arch. Surg., November, 1953. 
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ot considerable discussion, and it was considered that its 
usefulness and influence could be extended. The matter 
was gone into further, and the outcome is that the Bulietin 
now no longer exists; it has been replaced by the World 
Medical Journal, which is the official journal of The World 
Medical Association. This journal is to be published 
bimonthly, with the hope that eventually it will appear 
each month. It has an executive editor (Dr. Austin Smith, 
the editor of The Journal of the American Medical Associ- 
ation), a business manager (Dr. Louis H. Bauer, the 
secretary-general of The World Medical Association) and 
an editorial advisory committee consisting of Dr. Paul 
Cibrie, of France, Dr. Hugh Clegg, of England, and Dr. 
Lorenzo Garcia-Tornel, of Spain, in addition to the execu- 
tive editor and business manager. 


The January, 1954, issue of the World Medical Journal 
is number one of volume one. 
and its subject matter, which is presented in English. 
French and Spanish, is of considerable interest. In 
addition to information about The World Medical Associa- 
tion, its officers and its members, it contains original 
articles, book reviews, letters from Canada and from 
France, and general editorial matter. The original articles 
number three. John Pringle, Public Relations Officer of 
the British Medical Association, contributes a thoughtful 
discussion on relations between the medical and non- 
medical Press, Gunnar Gunderson, chairman of the execu- 
tive committee of the Board of Trustees of the American 
Medical Association, writes on medical aspects of social 
security, and Leo H. Bartemeier, Associate Professor of 
Clinical Psychiatry in the University of Michigan, 
describes progress in psychiatry and the utilization of its 
principles in the daily practice of medicine. 


It is hoped to develop the World Medical Journal accord- 
ing to the expressed wishes of its subscribers, and sug- 
gestions are welcomed. The World Medical Association, 
whose membership consists of national medical societies, 
is unique in that it represents non-governmental agencies. 
Its opportunities and its responsibilities are large and 
important, and it warrants and needs the support of all 
practising members of the medical profession. One way 
of knowing more about it and of supporting it is to sub- 
scribe to the World Medical Journal. 


ANO-RECTAL COMPLICATIONS IN “MYCIN” 
THERAPY. 


Witn the more extended use of aureomycin, ‘“Terra- 
mycin” and “Chloromycetin”, a variety of undesirable .side 
effects of the therapy is appearing. S. D. Manheim and 
R. M. Alexander’ have reported on 300 patients who have 
been treated with these drugs for a considerable variety 
of illnesses and who have developed ano-rectal complica- 
tions as a direct result of the therapy. It is a commentary 
on the use and availability of these drugs in the United 
States that 208 of the 300 patients took one or other of 
these drugs for such common ailments as colds, sore 
throats, “virus infections” and “flu’’ often without medical 
advice. In all these cases the use of the drug was probably 
unjustified. Only five of the 300 patients were aged under 
twenty-one years, and, as these drugs are very widely used 
in the treatment of children, it would seem that children 
are not so susceptible as adults.. Aureomycin was the 
most common offender, “Terramycin” next and “Chloro- 
mycetin” the least common. + 


The most common group of symptoms included perianal 
itching, burning, bleeding, a feeling of continuous moisture 
and fecal staining of the underclothing. This syndrome 
usually arose one to two weeks after the ingestion of the 
drug, and in about 40% of cases followed a short period of 
diarrhea. The symptoms were accentuated during the 
day, and rarely was there any discomfort at night. Peri- 
anal erythema extended for a distance of one,to two 


It has a pleasing format, . 


inches around the anal fissure, andthe skin exhibited . 
multiple excoriations and superficial fissures. The appear- 
ance of the skin was very different from that seen in idio- 
pathic pruritus ani. Some of the patients developed 
abscesses, fistule and anal ulcers. In the patients with 
pruritus and no complications, prompt relief was fre- 
quently obtained by the application of fungicidal powders 
and oral ingestion of buttermilk, yoghurt or acidophilus 
milk. Over two-thirds of the patients developed recur- 
rences after apparent cure without further ingestion of 
the drug. This condition is evidently due to a monilial 
infection resulting from the overgrowth of Monilia in the 
intestine after the destruction of the normal intestinal 
flora by the “mycin” drugs. Such a condition in the 
alimentary tract has often been shown to occur during 
treatment with these drugs. Striking features of the 
syndrome described are its tendency to recur and its 
tenacity. In one case aureomycin lozenges were taken for 
one day for a mild sore throat, and yet this patient had 
recurrent symptoms for over twenty-four months. The 
authors stress the importance of using aureomycin, “Terra- 
mycin” and “Chloromycetin” only when specific indications 
exist, for the complications which develop as a result of 
oral ingestion are far more annoying, and in some cases 
more serious, than the original condition for which the 
drugs were given. 


TREATMENT OF POLYCYTHASMIA WITH 
RADIOPHOSPHORUS. 


TuE treatment of polycythemia vera with radioactive 
phosphorus is now established as the most effective 
method which has been employed up to the present time. 
This form of treatment has been in use since 1943, but no 
complete examinations of the blood have been reported. 
J. D. Abbatt, H. Chaplin, J. M. M. Darte and W. R. Pitney' 
have reported on 27 cases. They were particularly con- 
cerned to ascertain whether the platelet response was com- 
parablé to that which follows external X-irradiation, and 
whether there was any correlation with the clinical 
response. Careful measurements of plasma volume and 
red-cell mass were made in order to ascertain whether 
any constant pattern was present in patients with 
polycythemia vera. The patients were given a single 
intravenous injection of five to eight millicuries of “P 
as inorganic phosphate without previous venesection. The 
full pattern of satisfactory response to a single injection 
of *P was not manifest for three or four months after 
treatment; but considerable symptomatic relief fre- 
quently occurred within a few days of the injection and 
before any dbjective evidence of response was obtained. 
As with external X-irradiation, the platelets have been 
shown to be the cellular element of the peripheral blood 
most sensitive to the administration of “P. A correlation 
between the degree of platelet depression and the incidence 
and completeness of ensuing remissions has been observed. 
This may serve as a useful guide to the need for additional 
treatment. Poor correlation was observed of elevation of 
hematocrit values with elevation of total blood volume. 
Some patients reported a considerable symptomatic 
improvement within two to four weeks of radiation 
therapy, before any change in hematocrit values had 
occurred. It is particularly important that patients who 
are liable to hemorrhage be diagnosed and treated as 
early as possible, since if they are untreated they are 
liable to further hemorrhage and its attendant dangers, 
whatever the hematocrit level may be. Moreover, it is 
probably the patient with hemorrhagic and thrombotic 
tendencies who derives the most benefit from treatment, 
if benefit is measured in terms of prolongation of life. 
The authors found no advantage from limitation of dietary 
iron intake and venesection, but found that the single 
injection method gave clinical results at least equal to the 
best reported by other workers: It is recognized that the 
treatment is not curative. . 


1 New York State J. Med., January, 1954. 


1Quart. J. Med., January, 1954. 
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cts fro Four of them had had gastro-intestinal ‘tation or cyst-like changes. When 
Gbstra m WHevical hemorrhage. Splenectomy was per-_ these findings present themselves with 
Literature. formed on four of the five patients, and calcification within the skull, the diag- 
i in all of them the varices disappeared “nosis of tuberous sclerosis can be 
-_ after operation. It is therefore con-_ clearly established. The percentage of 
MEDI cluded that neither portal hypertension the cases in which both these changes 
CINE. nor esophageal varices are necessarily are present can be estimated to be 
permanent. The authors state that it between 60% and 65%. The author 


Calf Circumference and Thrombo- 
phlebitis. 


A. Damon and 
(J.A.M.A., October 17, 1953) have 
measured calf circumference in 
healthy white men and in 109° con- 
secutive subjects of acute thrombo- 
phlebitis. Normal men whose ages 
ranged from twenty to sixty-four years 
had an average calf-girth difference of 
3-2 millimetres, right exceeding left. 
Similar measurements for 104 healthy 
white women showed no difference 


between the calves, The authors state 


that in the diagnosis of thrombo- 
phlebitis the most practical upper limit 
of normal calf difference appears to be 
+15 millimetres in men and +12 milli- 
metres in women. Calf-girth difference 
in about 4% of normal men and 80% 
of thrombophlebitic men exceeds +15 
millimetres. In 1% to 2% of normal 
women and in 77% of thrombophlebitic 
women it exceeds +12 millimetres. 
Variable individual ability to discern 
calf inequality and the cimulty of 
trained anthropologists in estimating 
10 to 15 millimetre differences in calf 
size make routine measurement désir- 
able in cases of suspected thrombo- 
embolic, neuro-muscular, and bone or 
joint disease. 


Periodic Disease. 


Hopart A. REIMANN (Arch. Int. Med., 
October, 1953) presents further observa- 
tions on periodic disease, a recurrent 
malady with protean manifestations 
first described in 1948. The essential 
feature is the occurrence at intervals, 
frequently rhythmic, of such symptoms 
as fever, abdominal pain, chest pain, 
arthralgia, cutaneous eruptions, renal 
colic, cyclic vomiting,  sialorrhea, 
edema and neutropenia. The onset 
often dates from infancy, and the cause 
is unknown. Between attacks the 
patient is perfectly well. The disease 
may be familial and seems to occur 
more often in those of Jewish and 


from aspirin, ACTH or cortisone. 


Esophageal Varices. 


D. Bennett, C. LORENTZEN 

L. A. Baker (Arch. Int. Med., 
1953) report on 12 closely studied 
patients with transient csophageal 
varices due to hepatic cirrhosis. In 
five of the patients, four of them 
chronic alcoholics, the varices dis- 
appeared without -any intervention 
other than medical therapy. These 
patients had hepatomegaly with little 


or no ascites. Liver function tests 


showed minor abnormalities only. 
Pathologically (liver biopsy), they were 
shown to have fatty liver or early 
Laennec’s cirrhosis. Two patients had 
inflammatory disease of the esophagus 
and surrounding tissues in addition to 
cirrhosis and csophageal varices, and 
the varices subsequently disappeared. 
The remaining five patients with 
cirrhosis and varices were submitted 


to laparotomy, and on measurement, 
portal venous pressures were normal. 


‘in children 


Psychiat., June, 


has not proved possible to predict in 
which patients varices will regress, and 
it is therefore advised that in some 
circumstances. repeated cesophagoscopy 
be carried out in order to detect 
changes in the size of cesophageal 


369 © varices before performing surgery for 


portal hypertension. 


Streptomycin and Tuberculous 
Children. 


E. T. McEnery (J.4.M.A., October 
17, 1953) reports on a five-year follow- 
up of 21 tuberculous children treated 
with streptomycin in the usual dosage 
for ninety to one hundred and twenty 
days. Eighteen of the children had a 

progressive primary pulmonary lesion. 
Three (all Negroes) had advanced 
adult type pulmonary tuberculosis. Of 
the 18 in the larger group, 15 are now 
perfectly well and can be considered 
cured. Two of those who died suc- 
cumbed to tuberculous meningitis. In 
addition, two of the three children with 
the adult type of lesion died of pro- 
gressive disease. It is concluded that 
progressive primary tuberculous lesions 
respond quickly -and 
permanently to streptomycin. With the 
adult type of lesion the prognosis is 
not so good, and other measures must 
be used in addition to streptomycin, 


+n.) tinal 


Hep ent Degeneration. 


F. L. Suuiivan, H. L. Martin anv F. 
McDowe.. (Arch. Neurol. & Psychiat., 
June, 1953) present the history of a 
family of seven children of whom five, 
including one pair of twins, have had 
progressive hepato-lenticular degenera- 
tion. The case histories of two of the 
patients, still living twenty-one years 
after the onset of symptoms and pre- 
senting both clinical and biochemical 
evidence of this disorder, are reported 
in detail. The twins exhibit a charac- 
teristic low serum copper concentra- 
tion, but no such abnormality can be 
demonstrated in the unaffected mem- 


-bers -of the family. 


X-Ray Findings in Tuberous Sclerosis. 


H. I. Bertanp (Arch. Neurol. € 
1958) describes the 
radiological findings in tuberous 
sclerosis or epiloia. He presents reports 
of eight cases of the disease, illus- 
trated by numerous skiagrams showing 
the bony changes. He states that the 
X-ray finding of calcification within 
the brain in this disease is well known, 
but less attention has been given in 
the literature. to the bony changes 


which occur. The areas of calcification 
‘of the skull and brain found in 
‘tuberous sclerosis are multiple and 


bilateral. They vary -in size and shape 
and may be within the bones of the 
calvaria or in the brain. The osseous 
changes in the hands and feet are of 
more significance than was formerly 
believed. The diagnosis of tuberous 
sclerosis should. always be considered 
in the presence of (i) cyst-like lesions 
in the phalanges, (ii) irregular thicken- 
ing of the cortex of the metatarsal 
bones, or (iii) irregular thickening of 
the cortex of any of the bones of the 
hands or feet associated with fragmen- 


also describes other conditions pro- 
ducing calcification within the skull 
that must . be hed from 
tuberous __ sclerosis. They include 
multiple telangiectasis, meningioma, 
calcified subdural hematoma, tubercu- 
loma, hemangioma of the skull, toxo- 
plasmosis, disease and 
neoplasms. 


Neurological Iliness following 
Vaccination. 


H. G. Minter (Arch. Neurol. 
Psychiat., June, 1953) reports 27 cases of 
neurological illness following Jennerian 
vaccination. In 16 of these cases the 
disease was purely encephalitic. There 
were five cases of encephalitis with 
associated signs of involvement of the 
spinal cord or nerve roots, three of 
transverse myelitis, and three of focal 
cerebral lesions without evidence of 
encephalitis. In eight cases of the 
encephalitic group death occurred 
within hours or days of the onset of 
the illness. Residual organic signs of 
the illness were frequent and included 
paraplegic, hemiplegic and radicular 
syndromes, dysarthria, epilepsy and 
involuntary movements; but in few 
cases was any serious physical dis- 
ability found on reexamination after 
several years, and there were no 
instances of progressive. nervous ill- 
ness, except one of coincidental post- 
encephalitic Parkinsonism. Psychiatric 


sequele were more common and often . 


disabling. The author discusses the 
nature of the focal cerebral illnesses 
and suggests that such illnesses may 
arise from thrombosis in arteries or 
veins which are the seat of inflam- 
matory change. He considers the 
respective roles.of physical or emotional 
factors in the causation of psychiatric 
sequele. 


Vomiting of Pregnancy. 


H. S. Lans et alii (J.A.M.A., Novem- 
ber 14, 1953) discuss hypokalemia due 
to persistent vomiting during preg- 
nancy. They state that 50% of preg- 
nant women vomit. The cause should 
be sought. The loss of potassium due 
to vomiting may be important. The 
authors describe eight cases of this 
kind. Exhaustion and stupor were 
common. The blood potassium level 
was usually between 2°9 and 3-4 milli- 


equivalents per litre, the normal value 


‘being from 4:0 to 5-6 milliequivalents 
per litre. Intravenous administration 
of potassium chloride and dextrose 
solution, usually with sodium chloride, 
was effective in restoring patients to 
normal. Three grammes of potassium 
chloride are added to each litre of fluid 
for parenteral use, so that the patient 
receives nine to fifteen grammes of 
potassium chloride a day until the 
serum potassium level has been normal 


for a day. 


Isoniazid in Childhood Tuberculosis. 


Guapys Boyp, T. E. Roy anp A. 
Jostukas (Canad. M. A. J., September, 
1953) discuss isoniazid in childhood 
tuberculosis. They review the history 
of the development of the isonicotinic 
acid derivatives, and analyse the results 
of its use in treatment in 50 patients 
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with childhood tuberculosis. The cases 
included the following types of infec- 


‘tion: meningitis (10), tracheo-bronchial 
ulceration (10), miliary lesions (4),- 


extensive pulmonary disease (5), mas- 
sive mediastinal glands (6), pleurai 
effusions (7), pericarditis (8) and 
surgical. The authors state that iso- 
niazid is a drug with a profound effect 
on the human tubercle bacillus. Most 
of the organisms are sensitive to the 
drug, and do not lose this sensitivity 
for some months. Oral administration 
produces good plasma levels and, in 
the presence of meningitis, good spinal 
fluid levels. There seems no indication 
for parenteral treatment with the drug. 
It produces rapid initial beneficial 
effects in most cases, even if this is 
not maintained and other drugs have 
to be added later. Cortisone-like or 
adrenogenic effects are noted fairly 
often. In a few cases they are marked. 
The drug may cause increased* keto- 
steroid excretion over a period of 
months. 4t should not be used without 
streptomycin in meningeal infections; 
in early cases of the disease, it may 
eliminate the necessity for intrathecal 
therapy. Streptomycin is given by the 
intramuscular route alone. Isoniazid 
should not be used in far advanced 
cases of meningitis because of its 
additional disturbing effect on the 
electrolyte balance and its tendency to 
produce convulsions. To date, its most 
striking regular effect has been on 
tracheo-bronchial ulceration. 


Nor-Adrenaline in the Shock of 
Myocardial Infarction. 


DANIEL G. CALENDA, JOSEPH F. 
URICCHIO AND LESTER M. FRIEDMAN (Am. 
J. M. Sc., October, 1953) describe their 
experiences in giving intravenous in- 
fusions of J-nor-adrenaline in dextrose 
solution to patients in a state of shock 
following myocardial infarction. In 
four cases they thought that the 
effect was life-saving, but the overall 
mortality: in their 13 cases was not 
reduced by treatment. 


Treatment of Myxcedema. 


R. W. Rawson et alii (Am. J. M. Sc., 
‘October, 1953) tested three drugs in 
one case of myxedema. Diiodothyronine 
had no beneficial effect. Triiodo- 
thyronine had effects which were 
similar and equal to those of thyroxine, 
but the response was quicker and 
shorter. 


Rheumatoid Arthritis. 


E. R. Movitrr anp A. E. Davis (Am. 
J. M. Sc., November, 1953) describe the 
results obtained from liver biopsy in 
cases of rheumatoid arthritis. They 
‘state that hepatic impairment has been 
reported by several authors. It has 
been suggested that liver dysfunction, 
if evident, may be the result of treat- 
ment with gold or other liver-toxic 
substance. The authors refer here to 
17 cases of rheumatoid arthritis; all 
the patients were males’ between 
twenty-six and fifty-nine years of age. 
Liver tests showed an increase of serum 
globulin content in nine cases, and of 
y globulin in 11. Other tests, such as 
the thymol turbidity test, serum bili- 
rubin determination, cephalin cholesterol 
flocculation, bromsulphalein dye excre- 
tion, alkaline phosphatase determina- 
tion and plasma prothrombin concen- 
tration, gave negative results. Liver 
biopsies on the 17 patients showed 


little departure from the normal. Slight 
and moderate fatty infiltration were 
recorded in three cases. The authors 
state that there was often no correla- 
tion between the results of liver 
function tests and anatomical findings. 
Liver function is apparently little 
affected in rheumatoid arthritis. 


Cortisone in Shoulder-Hand 
Syndrome. 


STEINBECKER, DAVID NEUSTADT 
AND LyoN LapPIN (J.A.M.A., October, 
1953) believe that stellate ganglion 
block and cortisone or ACTH are the 
most helpful non-surgical methods of 
treating the shoulder-hand syndrome 
which sometimes follows myocardial 
infarction. They have had experience 
in 126 cases. They state that the 
results of treatment with stellate 
ganglion block were, if anything, a 
little better than those with cortisone; 
both forms of treatment were better 
than simple conservative treatment. 


Pneumonia. 


R. AUSTRIAN, R. ROSENBLUM et alii 
(Am. J. M. Sc., November, 1953) 
describe the effects of erythromycin 
(“Ilotycin’”) in the treatment of 
pneumococcal pneumonia, Fifty 
patients were studied; 24 were treated 
with erythromycin and 26 with peni- 
cillin. Erythromycin was given orally 
in doses of 400 milligrammes every 
six hours until the rectal temperature 
was below 99°6° F. for seventy-two 
hours. Penicillin was given in doses of 
300,000 units of the aqueous sodium 
salt intramuscularly every six hours 
for the same period. The results were 
very similar. Complications were also 
much the same, and the number of 
deaths was similar in each case. In 
general, erythromycin was less satis- 
factory than penicillin because of its 
insolubility and the fact that it acted 
against a limited number of bacteria. 
Its use was only justified when labora- 
tory diagnosis was possible. 


Electrical Activity of the Heart 
After Death. 


A, Pick AND G. MININNI (Brit. Heart 
J., October, 1953) report a case of 
sudden death from the intracardiac 
rupture of a dissecting aneurysm. 
Electrical activity of the heart persisted 
and was recorded for forty minutes 
after the patient’s death. 


Hypertension. 


J. H. Mover AnD IRA JOHNSON (Am. 
J. M. BS8c., November, 1953) discuss 
“Veriloid” (given intramuscularly in 
aqueous solution) as a hypotensive 
agent. ‘“Veriloid” is a mixture of the 
alkaloids of Veratrum viride, known 
also as “Alkavervir’. It acts on the 
brain. It is useful in hypertensive 
crises occurring in bed patients. Thirty- 
five patients were treated; half of them 
had malignant hypertension. A dose 
of 0-6 milligramme was given intra- 
muscularly, and if necessary the dose 
was increased by 0:2 milligramme until 
a hypotensive effect was obtained with 
a blood pressure about 150 millimetres 
of mercury, systolic, and 100 milli- 
metres, diastolic. The effect lasted from 
three and a half hours to six hours. 
Hiccup, salivation, nausea or vomiting 
occurred in 50% of cases. Reduced 
doses were necessary when the optimum 
effect was produced. Oral treatment 


was not helpful. Intravenous treatment 
was effective but cumbersome. 


Toxic Effects of PAS and Their 
Relief. 


L. I. Leonarp (Dis. Chest, December, 
1953) states that para-aminosalicylic 
acid with sodium bicarbonate is much 
better tolerated and gives rise to toxic 
symptoms of less severity than sodium 
para-aminosalicylate. He has found 
dimenhydramine (“Dramamine”) of 


value in relieving toxic symptoms 
caused by PAS with sodium 
bicarbonate, but of little help in 


relieving those caused by sodium PAS. 


Mitral Insufficiency. 


Cc. P. Batey (J. Thoracic Surg., 
December, 1953) describes an operation 
which he has performed on 70 or more 
patients to reduce mitral valvular 
incompetence. A strip of pericardiura 
is threaded onto a special suturing 
probe, which is passed into the heart 
in such a way as to enable the defec- 
tive valve to be sutured across the 
incompetent portion, which is usually 
posterior. The mortality from the 
cperation was 25%, but it has been 
decreasing. 


Tuberculosis After B.C.G. Vaccination. 


G. DAHLstRéM (Acta tuberc. scan- 
dinav., Supplement XXXII, 1953) has 
compared the incidence and course of 
tuberculous disease as it occurred 
among 61,474 conscripts to the Swedish 
army, 36,285 of whom were vaccinated 
with B.C.G. Of the vaccinated subjects 
167 and of the unvaccinated subjects 
321 developed one or more forms of 
tuberculosis. The course of primary 
tuberculosis appeared to be influenced 
favourably for the patient by the 
vaccination in those who nevertheless 
acquired the disease. Of the vaccinated 
subjects 62 and of the unvaccinated 
subjects 99 developed post-primary 
pulmonary tuberculosis. Among these 
there appeared to be no significant 
difference in prognosis. 


Vagotomy. 


W. WALTERS AND D. P. CHANCE 
(J.A.M.A., November 14,°1954) discuss 
vagotomy as a_ prophylactic and 
curative procedure in peptic ulcer. They 
state that vagotomy for gastric ulcer 
has proved unsatisfactory in every 
respect. For duodenal ulcer gastro- 
enterostomy has given splendid results; 
but ulcers have recurred in 6% to 10% 
of cases or more. Gastric resection has 
taken the place of gastro-enterostomy, 
because only 2% of recurrences was 
experienced. However, gastric symp- 
toms still recurred. The authors now 
advise vagotomy, which gave 76% of 
good results. Temporary healing of 
ulcers was observed. In 62% of cases 
the result was good. Vagotomy with 
gastro-enterostomy was the next form 
of treatment advised. Results were 
unsatisfactory in many cases. Nausea, 
fullness, diarrhea and other symptoms 
were experienced. Vagotomy with 
pyloroplasty was unsatisfactory and 
was abandoned. Now a combination 
of vagotomy, gastric resection and re- 
resection is under way. It is said that 
vagotomy helps in the treatment of 
recurring ulcers, especially after gastric 


resection. The authors favour exten- 
sive surgical interference, including 
vagotomy. 
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Special Article. 


THE ENTRY OF WOMEN INTO MEDICINE. 


“A WOMAN may be registered as a medical practitioner 
(1876, 39 and 40 Vict. c. 41).” In 1954 there appears nothing 
remarkable about this sentence, taken from the “Encyclo- 
peedia Britannica” (Fourteenth Edition) in its section on the 
legal position of women; yet in actual fact it marks the 
beginning of the end of a struggle which started in 1845 in 
the United States of America, and which was intimately tied 
up with the educational and legal status of women. At 
this distance of time, when the tumult and shouting may be 
said to have died, it is possible to consider the events dis- 
passionately, and to admire the courage, tenacity of purpose 
and, be it noted, the unspoiled femininity of the protagonists. 
The story has been told with impartiality and good humour 
by E. Moberly Bell,; who has made the central characters 
come alive against the background of the social and 
economic circumstances of the times in which they lived. 
The three who bore the heat and burden of the day were 
Elizabeth Blackwell, Elizabeth Garrett and Sophia Jex-Blake. 
The period was the early years of the reign of Queen 
Victoria; Great Britain was in the grip of an economic 
depression, which followed the Napoleonic Wars. The 
Industrial Revolution had brought about the complete dis- 
appearance of the family business, and this had had a 
profound effect upon the status of women. In the family 
business the wife took her share and much responsibility, 
and nobody thought it strange. Now it was considered 
genteel for a man’s wife and daughters to live in idleness 
and to be very poorly educated. The young women who 
were able to go and work in factories fared best; they 
- could earn quite large sums Of money. The depression hit 
hardest at the “distressed gentlewomen”, who were obliged 
to take positions as governesses, for which they were not 
well qualified, and in which they were poorly paid and 
rather despised. A serious view of the situation was taken 
by various religious organizations and by a number of 
enlightened men and women. They provided the impetus 
which brought about the social legislation of the nineteenth 
century; this need not be discussed further. The “distressed 
gentlewomen” provided two problems—to improve their 
educational quality and to provide other avenues of employ- 
ment for them. The Englishwoman’s Journal was founded 
in 1858 because the existing Press was hostile to any attempt 
at reform, and would not give the right sort of publicity. 
It was “a publication for women entirely managed and 
written by women”. Most of the Press approved of it; it 
was described as “practical though feminine”. The offices 
of the journal were inundated by women eager to help and 
by others clamouring for work. The enthusiastic young 
women who had started the ball rolling took rooms in 
Langham Place, where an employment register was begun. 
The difficulty in finding suitable work for the applicants led 
directly to the founding of businesses run by women for 
women. The stage was now set for further advancement. 
In the issue’ of the Edinburgh Review of April, 1859, 
appeared an article on female industry, in which the follow- 
. ing statement was made: 


. From our youth up some of us have known how 
certain of the wisest and most appreciated of physicians 
have insisted that the health of women and their 
children will never be guarded as it ought to be till it is 
put under the charge of physicians of their own sex. 


In 1859 the Medical Register was instituted, “not for the 
confusion of women, but for the protection of the public 
against quacks and quackery”; there was one woman’s 
name on it—that of Elizabeth Blackwell, M.D. (Geneva, 
U.S.A.). She was able to be registered because of the 
clause in the Medical Act, 1858, which allowed anyone hold- 
ing a foreign degree and practising in England in that year 
to claim registration. The next woman doctor’s name was 
placed on the register in 1866, and it was another twelve 
years before a third was added. 

Blizabeth Blackwell had been born in England, but had 
grown up in the United States. Her father believed in the 
equality of the sexes, and had‘ all his children educated on 
the same lines. He died at the age of forty-eight years, 
leaving nine children, of whom Elizabeth was the third; 
she was then aged seventeen years. He also left consider- 
able debts. Elizabeth took the lead, a school was opened, 


and after five years the family was in moderate comfort. 
In 1844 she determined on a medical career. Her decision 
was a curious one. She was a person of great vitality, 
impatient of. sickness;:;but a friend who was dying of cancer 
said to her: “If I could have been treated by a lady doctor, 
I should have been spared half my suffering.” Elizabeth at 
first recoiled from the idea that she should become a doctor: 
but as time went on it assumed the aspect of a great moral 
struggle, as her tentative inquiries about what to do to 
embark on such a career were met with disapproval and 
prejudice even from people whom she had expected to help 
her. However, there were those who were favourable to her 
project and willing to help. By 1847 she had earned enough 
money by teaching to maintain her through a medical course. 
One after another the heads of medical schools in Phila- 
delphia to whom she wrote declined to receive her as a 
student. She then wrote to the heads of twelve medical 
schools in the northern States; the University of Geneva, a 
small town in New York, replied favourably. Its Medical 
Faculty, unwilling to take the responsibility of making a 
decision on such a revolutionary question, had passed her 
request on to the students, who passed a resolution that her 
application met .with their entire approbation, and they 
pledged themselves that no..conduct of theirs should cause 
her to regret her attendance at that institution. During her 
course she was conscious of a certain hostility from the 
wives of doctors and other people in the town; but she was 
so engrossed in her work that she paid no attention to it. 
She took her degree in January, 1849, having passed every 
course with honours. - At the last moment the Senate of 
the University hesitated at the daring step it was taking 
by conferring on a woman a doctorate in medicine. The 
situation was saved,by the Dean of the Faculty, who held 
a metaphorical gun at the heads of the members of the 
Senate. Elizabeth Blackwell on her graduation became 
news; even “Mr. Punch” saluted her with some verses. She 
later went to London, where she was well and courteously 
received, and even lionized; but in Paris things were 
different. The best she could do there in the way of gaining 
experience was to spend an uncomfortable period in a 
training school for midwives on the same conditions as the 
other students. There calamity overwhelmed her, for while 
she was syringing a baby’s eye for purulent ophthalmia she 
infected one of her own, and the eye was lost. However, 
she accepted her misfortune with great gallantry, and went 
back to New York. We cannot in this place give a detailed 
account of her struggles for recognition in that city. The 
important thing is that, finding every avenue of gaining 
experience in a dispensary closed to her, she founded one 
of her: own, and this was the forerunner of the New York 
Infirmary for Women and Children, which was formally 
opened in 1857. In 1858 she went back to England to deliver 
three lectures on “Medicine as a Profession for Ladies” 
under the auspices of the Langham Place group. Her 
friends in England wished her to stay there, but she felt 
that her work lay in America. However, she left the field 

prepared and a torch lighted in the hand of a “bright 
intelligent young lady” who had listened to her lectures— 
Elizabeth Garrett. 


Elizabeth Garrett was the child of an enlightened father 
and a capable mother and was given a good education. She 
was twenty-three years old when Elizabeth Blackwell visited 
England, and had long been conscious of a desire for some 

satisfying. occupation. Dr. Blackwell simply showed her 
that it was essential that someone should take the initial 
steps to open the door of medical practice to women in 
England, and from then Elizabeth Garrett realized that in 
spite of all the difficulties which would undoubtedly have 
to be faced, she was the one who must do it. Her father’s 
somewhat scandalized attitude was soon changed to one of 
support when he saw the rather crushing way in which his 
daughter was received by the Harley Street consultants 
whom she approached, although he was never altogether 
happy about her plan. _ Elizabeth Garrett then applied to 
Dr. Hawes, of the Middlesex Hospital, who proved very 
friendly, and in 1861 she went to work at that hospital, 
ostensibly as a nurse; she was given all the facilities of a 
student, but the treasurer declined her fees, so that she 
could not be enrolled as a regular student for the whole 
course. She was, however, accepted for some special courses 
of lectures and demonstrations, and in the examinations at 
the end of the course gained a certificate of honour in each 
subject. Somehow the word went round, and hostility was 
aroused. The students sent a memorandum to the com- 
mittee asking for her exclusion, and she was told that 


. while she might finish the course of lectures for which she 


had paid, she must leave the hospital. In August, 1861, the 
Hall of Apothecaries intimated that it would examine women 
who had fulfilled the requisite conditions (apprenticeship 
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to a qualified doctor for five years and instruction from 
recognized university tutors in the syllabus). This surpris- 
‘ing action on the part of the Hall of Apothecaries was not 
due to “sweet reasonableness”; it had taken counsel's 
opinion on the wording of a portion of its charter, which 
had been laid down in 1823. In that charter it was stated 
that the Hall of Apothecaries would examine “all persons” 
who conformed to the regulations. Counsel’s opinion was 
that “persons” must be taken to include women. Elizabeth 
Garrett determined to work for the licenciate of the Society 
of Apothecaries, which would be enough to put her name 
on the Medical Register; but she knew she would not be 
satisfied with anything less than a doctorate in medicine, 
so that she might.be as fully qualified as any man. Then 
began an assault upon the universities, the first being the 
University of London. No success was achieved there. At 
this point it should be noted that public opinion was 
becoming more and more in favour of the women, not only 
in their determination to study medicine, but in their 
attempts to gain admission to other university courses. Many 
of their staunchest supporters were men in high places, 
while many of their opponents were members of their own 
sex. Elizabeth Garrett was admirably adapted to being in 
the vanguard of the attack. She was patient and persistent, 
and indeed it might well have been of her that Samuel 
Butler the Younger wrote in his “Note-Books”: “You can 
do very little with faith, but you can do nothing without it.” 
The Universities of Oxford and Cambridge refused to admit 
women students, and Elizabeth Garrett then turned her 
attention to the University of St. Andrews. There she was 
able to attend some lectures, but finally the Senatus of the 
University decided to exercise iis discretionary power to 
exclude whom it would, male or female, and excluded 
Elizabeth Garrett. There was no hope of being examined 
there. Next she tried Edinburgh, where she was permitted 
to work for a while under friendly lecturers; but the 
University was adamant and refused to admit her as a 
student. In all this time, from May, 1861, to July, 1863, she 
had had some valuable medical teaching, but she was no 
nearer her degree. Wisely she decided to make certain of 
her L.S.A., and secured from the Court of Examiners a 
resolution “that-the Certificates on the various subjects 
required by the Court be obtained from recognized lecturers 
of acknowledged schools of medicine”. That made her 
position clear, because she felt sure that she could obtain 
private teaching. For a time she was allowed to work at 
the London Hospital, but was very unhappy because of the 
constant hostility. She had some difficulty in securing her 
private coaching, because some of those whom _ she 
approached rejected her “indelicate” suggestion. By the 
autumn of 1865 she had passed all preliminary examinations 
with credit, and had completed the curriculum laid down. 
Therefore she applied to the Society of Apothecaries for 
examination. The Society tried to refuse, but her father 
threatened legal action, and so her opponents had to give 
way. Elizabeth Garrett-passed the examination with credit, 
and thus became L.S.A. A year later her name was placed 
on the Medical Register. It is interesting to note that the 
Society of Apothecaries took steps to prevent the recurrence 
of such a disaster, and passed a resolution that candidates 
for their diploma must have worked in a recognized medical 
school. 

Elizabeth Garrett had won her battle, and was now a 
qualified medical practitioner; but since the way by which 
she had entered the profession had been closed, the leader- 
ship in the campaign fell into other hands. It is here that 
the turbulent and dynamic Sophia Jex-Blake takes the 
centre of the stage. She was the youngest child of stiffly 
religious parents, and very much younger than her brother 
and sister, so that she suffered from all the disadvantages of 
an only child. In her young life she was completely thwarted 
and frustrated, because she could never fit inte the Victorian 


pattern designed for her. At home and at school she was. 


kept very conscious of her sins, but allowed no outlet for 
her keen intelligence and great energy, so that her health 
gave cause for concern (at one stage the diagnosis of 
“mental excitability’ was made). She early showed an 
aptitude for mathematics. When she was eighteen years 
old she heard about Queen’s College, and determined to go 
there. After a great many battles she got her own way, 
and, having once left home, she claimed her adult status 
and her right to conduct her own life on her own lines. 
She taught mathematics for a while at Queen’s College, and 
then conceived the idea of reforming education. With this 
end in view she took a post in Germany, and then visited 
America. There she came under the influence of Dr. Lucy 
Sewall, one of Dr. Blackwell’s disciples. They became friends, 
and Dr. Sewall, visiting England when Sophia returned 
home, charmed the Jex-Blake parents. Sophia went back 


to America, happy in the approval of her parents of what 
she intended to do. But shortly afterwards her father died; 
impetuously she returned home to be with her mother, 
abandoning all thought of doing a medical course. The 
mutual cherishing of mother and daughter soon became 
too much for both of them, and by January, 1869, Sophia 
had made up her mind to try to get a medical degree at one 
of the British universities. After much consideration and 
consultation, she decided upon the University of Edinburgh; 
where Professor David Masson, Professor of Rhetorick and 
English Literature, and Sir James Simpson were interested 
and sympathetic. Sophia went to Edinburgh, interviewed 
the Dean of the Faculty of Medicine, and then canvassed 
all the members of the faculty. A few promised her sup- 
port, the majority were dubious; but the faculty recom- 
mended, and the Senatus approved, Sophia’s admission to 
the classes for which she had applied, as an experiment. 
The admission was hedged around with provisos. She was 
allowed to prepare for matriculation. From now on the 
story of the fight becomes the story of the unseemly 
behaviour of the University of Edinburgh, the arch-villain 
appearing to be Professor Christison. (This story has already 
been told in the form of a novel, which was noticed in these 
columns on January 5, 1952.1) - Four other women joined 
Sophia, and the five presented themselves for the matricula- 
tion examination and all passed at a standard considerably 
higher than that of the average man. In accordance with 
the decision of a meeting of the faculty held on July 1, 
1869, the five matriculated in the ordinary manner and 
received the ordinary matriculation certificate. They had to 
pay about double the ordinary fees on account of the fact 
that they attended separate classes. Sophia spent six happy 
months, but it was too good to last. The idea of the inferior 
quality of the female brain was rudely shattered when the 
class lists were put up at the end of the winter session. No 
woman had failed, four out of five had gained honours, and 
one, Edith Pechey, had come top of her year in the chemistry 
examination, and was entitled to the Hope Scholarship. 
Professor Hope was in a quandary, because he had lectured 
to the women, letting them in and out of the lecture room 
by a side door lest anyone might suspect their presence; but 
he did not wish to wound the susceptibilities of the leading 
members of his faculty by awarding the scholarship to a 
woman. He therefore awarded to Edith Pechey one of the 
five bronze medals annually presented by the University to 
the five best students, and declared the man immediately 
below her on the list to be the winner of the scholarship, on 
the grounds that the women, having been taught separately, 
could not rank as members of the class. The logical deduc- 
tion from this decision was that he could give none of them 
the certificates of attendance expressly stipulated for them 
in the University regulations, and necessary if they were to 
present themselves for the professional examination. The 
question of the scholarship was abandoned; but an appeal 
was made to the Senatus about the certificates. Somewhat 
illogically that body decided by a majority of one vote (a) 
that the women were entitled to the ordinary certificate of 
attendance at the chemistry class, and (b) that Edith Pechey 
was not entitled to the Hope Scholarship, as she had not 
been a member of the class. Edith Pechey was popular in 
Edinburgh, and the injustice of the decision caused. the 
University to suffer severely in reputation. A serious attack 
was now made on the position of the women, It was led 
by Professor Christison, who was determined that they must 
be driven from the University. It might be said that no 
holds were barred, for the women were subjected to every 
possible indignity, including being pelted with dirt and 
decaying vegetation as they tried to go to lectures. The 
question of classes was solved by the Edinburgh Extra- 
mural School. This had existed since 1840, and consisted of 
medical classes conducted by fully qualified lecturers other 
than University professors. It was not bound by any resolu- 
tion of the Senatus. In 1870 three of the lecturers admitted 
women to their lectures. The question of clinical instruction 
would have been solved by the reasonably liberal Committee 
of Managers of the Royal Infirmary; but Professor 
Christison was a manager, so that avenue was closed. Public 
interest was now thoroughly aroused, and the Committee for 
Securing Complete Medical Education to Women in Edin- 
burgh brought all the pressure it .could command to bear 
on the University to give the women all the necessary 
teaching. It would be impossible here to describe all the 
undignified expedients indulged in by the University 
authorities to avoid having to do this. It was time to invoke 
the law to see that justice was done. An Action of 
Declarator was brought and pleaded before the Lord 
Ordinary, Lord Clifford. In July, 1872, he gave a judgement 
in which he declared entirely for the women, and at last 


1“Seven Against Edinburgh”, by Muriel Masefield. 
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victory seemed within their grasp. The women were prema- 
turely jubilant.- They were busy working for their final 
examinations, and were not greatly troubled by the fact 
that the Senatus had appealed against the judgement of the 
Lord Ordinary. In June, 1873, in a judgement given by the 
Inner Court, the women’s cause was defeated by a majority 
of seven to five. “The majority declared that the action of 
the Senatus in admitting women in 1869 was ultra vires, 
and that therefore the University had no responsibility 
whatever to the women whom they had accepted as matricu- 
lated students, and from whom they had taken fees greatly 
in excess of those paid by male students. According to this 
judgement the whole situation had arisen out of the illegal 
action of the Senatus in 1869. It is difficult therefore to 
conceive on what grounds the: Court found it possible to lay 
the costs for both actions on the women. This, however, 
was done.” This was the end of the fight in Edinburgh; 
but as Sophia Jex-Blake surveyed the ruins, she saw that 
much had been gained. The women had many staunch 
friends who had proved themselves; time arid again the 
adverse majority had been very small; and not even a 
majority of the professors were in favour of the action of 
the University. Furthermore, the mental power of the female 
brain had now been proved not to be inferior to that of the 
(allegedly) larger male brain. Sophia Jex-Blake turned her 
attention to London. There Elizabeth Garrett was well 
established. In 1868 the University of Paris had opened its 
medical degrees to women, and in 1870 she had been success- 
ful in taking the Paris degree. In 1871 she married J. G. 
Anderson. It is difficult to imagine two temperaments so 
totally dissimilar as those of Elizabeth Garrett Anderson 
and Sophia Jex-Blake. Elizabeth Garrett Anderson hoped 
that the women would accept for the time the judgement 
_ of the University Court in Edinburgh, and said so in a 
letter to The Times. This infuriated Sophia Jex-Blake, who 
had had to do the hardest fighting, and she also wrote to 
The Times, an explosive letter. This was in 1873. In London 
she found many supporters, and out of it all grew the 
conviction that the only solution to the problem was the 
founding of a medical school for women. It is easy to 
imagine the difficulties with which those interested were 
confronted; indeed, they must have seemed insuperable. 
However, at.a preliminary meeting of the Provisional Com- 
mittee on August 22, 1874, a resolution was passed “that 
in the opinion of the present meeting it is desirable that a 
school be founded in London with a view of educating 
women in medicine and enabling them to pass such examina- 
tions as would place their names on the Medical Register’. 
The Provisional Committee consisted entirely of registered 
medical practitioners; this was a self-denying ordinance on 
the part of Sophia Jex-Blake, since she had taken care to 
see that Elizabeth Garrett Anderson was on the committee. 
Thanks to the devoted energy of Sophia Jex-Blake, the 
school was opened on October 12, 1874, in a house in which 
George IV had kept one of his mistresses. There were 14 
students, of whom 12 had been in Edinburgh. Three great 
problems faced the school: finance, the finding of an 
examining body to accept women, and the finding of some 
means of securing clinical instruction. In May, 1875, the 
Provisional Committee handed over to a permanent council, 
which consisted of all the members of the Provisional Com- 
mittee, together with some men and women, not medical 
practitioners, who were of standing in the world of affairs 
and convinced supporters of the movement. All the 19 
London examining bodies refused to place the school-on their 
list of recognized medical schools. It had many friends in 
Parliament, and the battle was renewed. In 1875 Cowper- 


Temple reintroduced his Enabling Bill, which had been _ 


defeated in the previous session; this Bill was “to remove 
doubts as ta the powers of the Universities of Scotland to 
admit women as students and to grant degrees to women”. 
The Bill was again defeated, and it became obvious that the 
question cut across all ordinary party loyalties In June 
an undertaking was given that the Government would con- 
sider the matter during the recess, with a view to legislation 
in the following session. The Lord President of the Privy 
Council sent a letter to the General Medical Council, asking 
for its observations on the general question of the admission 
of women to the medical profession. The debate that 
followed in the General Medical Council lasted for three 
days, and all the old arguments for and. against were 
advanced. The comment of one surgeon summed it all up 
neatly: “It appears that it is most becoming and proper for 
a woman to discharge all those duties which are incidental 
to our profession for 30s. a week, but if she is to have three 


or four guineas a day for discharging the same duties, then. 


they are immoral and immodest and to 
nature that should characterize a lady.” 
promise resolution was carried, which condinded with the 


school. 
‘the discomforts and difficulties that go with growth; but it 


words: “. . . the Council are not prepared to say that women 
ought to be excluded from the profession.” On the strength 
of this the friends of the women returned to the attack, and 
various further moves: were made in Parliament.. The last 
of these was an Enabling Bill introduced by Russell Gurney, 
the Recorder of London, which was submitted to the General 
Medical Council. The Council approved it on condition that 
it should be clearly permissive, and that no medical degree 
conferred by any university should give any right to any 
woman to sit on any examining body. The Bill passed all its 
stages and received the Royal assent on August 12, 1876. 
The question was now, which universities would act on the 
permission granted by Parliament to examine women for 
medical degrees. The students who had been at Edinburgh 
naturally turned to that University, which found a neat 
means of refusing by stating that the students in question 
had taken some courses of lectures at the Extra-mural 
School. The Irish College of Physicians and the Queen’s 
University of Ireland agreed to admit women to examination 
and diplomas; moreover, the Irish. College of Physicians 
was ready to consider the recognition of the London School 
of Medicine for Women. This recognition followed in 
February, 1877. This success was almost entirely due to the 
tact and charm of Edith Pechey, who went to Dublin as 
one of the emissaries. In 1877 Sophia Jex-Blake and Edith 
Pechey, who had already taken the M.D. of Berne University, 
presented themselves for examination in Dublin and were 
successful. Their names, together with those of three other 
of the Edinburgh women, were added to the Medical Register. 
But for the other students at the London School of Medicine 
for Women the problem of clinical instruction still remained. 
The Royal Free Hospital was close to the school, and had no 
clinical school of its own. The medical staff, on being 
approached, declined “to entertain the question”; but an 
approach to the lay members of the governing body was 
more successful. The hospital drove a hard bargain. The 
school had to pay over to the hospital all clinical fees 
received from the students, and to guarantee that the sum 
should not fall below £400 in any one year. It also under- 
took to pay a subsidy of 300 guineas per year in case the 
admission of women students should cause a falling-off in 
the income from subscribers. There was also a kind of 
five years’ probationary period. Gradually suspicion was 
allayed, the tension eased and things worked smoothly. In 


' 1878, after a great deal of discussion and opposition, a 


meeting of Convocation of the University of London accepted 
a new charter admitting women to all degrees of the 
university in complete equality with men. A delicate prob- 
lem now arose, that of the working out of final relations 
with the Royal Free Hospital. Sophia Jex-Blake, who was 
at the time in Dublin taking her M.D. degree, had achieved 
miracles for the London School of Medicine for Women; but 


‘she was an autocrat, and even those who admired -her most 


realized that she had no tact and could be dangerous. The 
Council of the School was about to make an appeal to the 
public for funds, reorganization was necessary and there 
had to be an officially appointed organizing secretary. Sophia 
Jex-Blake wanted the office. Both she and Elizabeth Garrett 
Anderson were proposed for the post, but a compromise 
was found in the appointment of Mrs. Isabel Thorne, who 
had been one of the original Edinburgh students, but had 


been prevented by family responsibilities from going to 


Berne to take her M.D. there. She was a friend of Sophia 
Jex-Blake. The latter took her defeat in a fine spirit, and 
went back to Edinburgh to start a practice there. In her 
youth she had recorded in her diary the prayer: “Put me 
utterly aside if need be.” Now she accepted the answer to 
her prayer. The debt that all medical women owe to her 
cannot be over-estimated. In 1883 Elizabeth Garrett Anderson 
was appointed Dean of the school, much to the disappoint- 
ment of Sophia Jex-Blake, who had hoped for the appoint- 
ment, and from then on she gradually lost interest in the 
The school continued to grow, and to suffer all 


surmounted them all. A satisfactory arrangement was finally 
entered into with the Royal Free Hospital, and the school 
became the London (Royal Free Hospital) School of Medicine 
for Women. In 1944 the Goodenough Report was issued, 
and wrote “finis” to the struggle, although much tidying-up 
still remained to be done. By the implementation of the 
report, in 1947 the London (Royal Free Hospital) School of 
Medicine for Women became the Royal Free Hospital School 


-of Medicine, to admit men and women on equal terms, as all 


other medical schools were now bound to do. 


This, very briefly, is the story of the three who bore the 
brunt of the attack on the citadel in the English-speaking 
world—Elizabeth mesg ge: Elizabeth Garrett Anderson and 
Sophia Jex-Blake. their many able and devoted 
lieutenants, and of the enlightened men and women who 


> 


. 
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shad faith in the cause for which they stood, little has been 
aid in this summary; but Miss Moberly Bell’s account is 
stirring and vivid. Much still remained to be done, and 
the story as it relates to the work in India, and to what 
happened during the Great War, well repays reading. In 
‘the latter connexion some mention should be made of the 
way in which the Suffragist Movement, to which many 
prominent medical women belonged, turned its attention 
from agitating for the franchise to the immediate business 
-of serving the country. One important result was. the 
-organizing of the Scottish Women’s Hospital, units of which 
-saw service in several countries and endured great hard- 
ships. It may be recalled that. Dr. Laura Hope, who qualified 
in Adelaide, and whose obituary notice was published in, 
these columns on January 17, 1953, served with a unit of 
this hospital in Serbia, and was taken prisoner with the 
Serbian army. There also remained the opposition of the 
British Medical Association to the admission of women as 
members (there is considerable entertainment in this part 
-of the story), the difficulties confronting medical women in 
obtaining post-graduate experience, and the obstacles that 
had te be overcome before they could successfully establish 
themselves in private practice. But the tide had really 
‘turned years before, and although the opposition was real 
and the difficulties were heart-breaking, they were not 
insuperable, The Goodenough Report did away with all 
“a moment of victory the k 


Wevical Societies. 


MELBOURNE PASDIATRIC SOCIETY. 


A MEETING of the Melbourne Peediatric Society was held at 
‘the Royal Children’s Hospital, Melbourne, sina etn“ 9, 
1953. The meeting took the form of a symposium on con- 
genital heart disease, and was preceded by a clinical: demon- 
stration of congenital heart disorders in infants. 


Embryological Approach to Congenital Heart Disease. 


Dr. ALAN WILLIAMS described in detail the embryolo of 
the heart and the origin of congenital deformities resulting 
from interference with embryological development. The 
Sou was illustrated by means of photographic pro- 


Patent Ductus Arteriosus: Surgical Results at Royal 
. Children’s Hospital. 


Dr. Perer Jones reviewed the results of surgery at the 
Royal Children’s Hospital on children suffering from patent 
ductus arteriosus during the period 1947-1953 inclusive. Over 
the seven-year period 70 children i been treated surgically 
for patent ductus arteriosus; 55 were girls and 15 were boys. 
of those children. 53 were symptomless. In 25 cases the 
abnormality was detected on routine examination, whilst in 
28 it was detected on examination for a coincident. condition. 
Only 17 children presented with symptoms referable to a 

y surgery inc steadily o es 
‘year period, and had reached 31 in 1953. aren eee 


Of the 70 children one was less than one year of bein: 
aged six months) and successfully the Coins 
Two children were in the age group of one to two years. 
One, aged thirteen months, died from cardiac arrest during 
induction of anesthesia; this child had a history of syncopal 
attacks, and electrocardiography had revealed a Wolff- 
Parksinson-White syndrome. The other child in the same 
age group obtained a successful result. There were 12 
children between the ages of two and five years; none of 
them died. In the age group of five to ten years 32 children 
“were subjected to surgery with one death; whilst in the age 
group of ten to fifteen years 23 children had operations, and 
one failed to survive. 

Dr. RusseLL Howarp, in referring to the 17 children in 
whom symptoms were referable to patent ductus arteriosus, 
stressed the fact that the symptoms were not recognized on 
first presentation as being typical of patent ductus arteriosus. 
It was-considered that they were due to that condition in 
retrospect only when, after surgery, they were no longer 
present. Even atypical symptoms such as anorexia were 


thus shown to have disappeared. i 


_ Dr. Howard then briefly commented on the “disasters” in 
the group of patients. He said that in operating on the - 
second child of the series he had ligated the left pulmonary 
artery instead of the ductus arteriosus. Post-operatively it 
was thought that the persistence of a thrill was due to an 
aortico-pulmonary septal defect. However, it was demon- 
strated by angiocardiography that the pulmonary artery had 
been ligated. The ductus arteriosus was tied successfully on 
a subsequent occasion. One child had bled during the 
operation, and it had been necessary to stop the hemorrhage 
with clamps, which were left in situ. On subsequent removal 
of the clamps the hemorrhage had recurred and the child 
had died. One child had died from cardiac arrest after the 
ductus had been tied, and an infant of thirteen months, 
whose case Dr. Jones had mentioned, died during induction 
of anesthesia with cyclopropane. That child had a history 
of syncopal attacks associated with a Wolff-Parkinson-White 
syndrome. Recanalization of the ductus arteriosus had 
developed in one child, who had been operated upon eight 
months previously. The ductus of that child was broad and 
short. It was ligated in three places, but after eight months 
there was definite evidence of recurrence. Dr. Howard said 
that the current practice was ligation of the ductus, not 
division, but in certain cases of patent ductus arteriosus 
division was required. The procedure was often very difficult 
and sometimes risky. Gross divided the ductus in all cases. 

Dr. M. L. Powgsiu said that it was considered that children 
with patent ductus arteriosus were symptomless because 
parents did not realize that symptoms existed. Sometimes it 
was difficult to persuade parents that surgery was necessary. 
In three cases, chronic cough was the presenting symptom. 
That disappeared on each occasion after ligation of the 
ductus arteriosus. Spontaneous closure of a patent ductus 
arteriosus had not been recorded. There was no indication 
to temporize with surgery. In reference to the diagnosis of 
patent ductus arteriosus, Dr. Powell said that careful listen- 
ing in absolute silence for the typical machinery murmur 
stood out as the most important diagnostic procedure. Refer- 
ring to the infant with the Wolff-Parkinson-White syndrome 
who had died from cardiac arrest, Dr. Powell said that he 
thought that the child should have received pre-operative 
digitalization. 


Aortic Vascular Ring. 


Dr. Russet Howarp presented a male child, aged three 
years, in whom an aortic vascular ring had been divided, 
Four times in the preceding twelve months the child had had 
@ severe upper respiratory tract infection with tracheitis. On 
each occasion, severe stridor had developed, and once some 
cyanosis. The stridor had occurred both on inspiration and 
on expiration. In between attacks respiration had been 
normal, except after violent exercise or crying, when slight 
stridor had been noticed. 

Examination of the child showed that he was apparently 
normally developed and robust and without apparent cardiac 
anomaly. A skiagram of the chest showed that the arch of 
the aorta was on the right side, and radiological examination 
after the ingestion of barium showed a marked indentation 
of the csophagus posteriorly and on the right side at the 
level of the arch. Angiocardiography demonstrated that the 
ascending part of the aorta was on the right side, passing 
posteriorly behind the csophagus to reach the left side at 
the commencement of the descending part of the arch. t 
that point a bulge was present, from which arose the left 
subclavian artery. The left common carotid artery arose 
just proximal to that. It was considered that the child had 
an aortic vascular ring, and from the angiogram it was 
thought that the ring was completed on the left side by the 
ligamentum arteriosum passing forwards from the aortic 
bulge to the pulmonary artery. P 

Dr. Howard said that he considered that the lesion was 
progressive one, requiring surgery, At operation, it was 
found that the anatomy was just as had been anticipated 
from the investigations. The usual left postero-lateral 
incision was made, and the thorax entered through the bed 
of the resected fourth rib. The ligamentum arteriosum was 
situated in the position which investigations had suggested, 
and was divided between ligatures, fairly readily. The divided 
ends immediately sprang apart. indicating that there had 
been tension in the vascular ring. The improvement was 
immediate, and was noticed by the anesthetist, who com- 
mented that the stridor, which had been present when the 
child cried immediately prior to induction, was absent when 
he cried whilst coming out of the anzesthetic. Since operation 
the child had had one severe upper respiratory tract infec- 
tion, with tracheitis, and neither distress nor stridor had 
occurred. 

In conclusion, Dr. Howard said that the abnormality from 
which the child had suffered was an example of one of the. 
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two more common forms of vascular obstruction, of the 
esophagus, the 


arch. However, all. types of that condition 
were amongst the rare congenital vascular anomalies. ~ 


Raters to Thrive in Early Infancy due to Patent Ductus 
Arter 


L. described 

who had presented with “the features of failure to to 

thrive and upper respiratory tract — All three infants 
suffered from patent ductus arteriosus. 

The first infant, aged three months, had been full time at 

birth, and mother 


pregnancy. 
ounces in weight, so that at the age of three months she 
weighed seven pounds nine ounces. She had a slight cough 
and rapid respiration, but no cyanosis. On examination of 
the child, a continuous rough cardiac bruit with a loud 
split second sound was heard. It was most easily audible 
over the “surgical” area, namely, the # second left intercostal 
space. A skiagram of the some cardiac 

enlargement, but not a particularly f 
The systolic blood pressure was 130 millimetres of mercury, 
whilst the diastolic pressure was unrecordable. Both femoral 
and radial pulses were very easily palpable. An electro- 
cardiogram showed no axis deviation. Dr. Powell said that 
he considered that the infant had ad 

producing failure to thrive a 
respiratory tract infection. 

The second infan presen: aged weeks. 
The baby had gained only seven ounces since birth, and 
when examined weighed six pounds ‘nine ounces. © She fed 
Poorly and required gavage feeding on most occasions. A 
few attacks ‘of pallor and cyanosis had occurred. On exam- 
ination of the child there was obvious bilateral cataract. 
Examination of the heart demonstrated a loud harsh systolic 
bruit in the region of the second left intercostal space, with 
a suggestive aontiiiuons element. Lower down, a distinct 
to-and-fro murmur heard, which might have been due 
to a separate lesion.  E Both femoral and radial pulses were 
present. The systolic blood presente was was Pac millimetres of 
mercury, and the diastolic blood p: 40 millimetres 
of mercury. A skiagram showed. "that th the e heart was large, 
but the contour was not particularly suggestive of patent 

arteriosus. The lung fields were congested. 
Powell said that he regarded this infant as suffering from a 
patent ductus arteriosus, possibly with another lesion, such 
as a septal defect. 

The third infant, aged four months, had been admitted to 
«hospital with a diagnosis of upper respiratory tract infection 
_and congenital heart disease.. Although the infant was aged 
four months, the weight was only 12 pounds two ounces. 
On examination of the child, there was definite bronchiolitis, 

enlargement of the heart confirmed radiologically, and a 
very loud, apparently systolic murmur. Further examina- 
tions revealed that the murmur was heard best in the 
“surgical” area. All pulses were easily felt; and the systolic 
blood pressure was 120 millimetres of mercury, whilst the 
diastolic blood pressure could not be recorded. Considerable 
chest retraction was present during respiratory exercises, 
and it was thought that this was due to extreme cardiac 
. Although the diagnosis of patent ductus 
arteriosus was not a certain one, surgical exploration was 
carried out eight weeks after the baby had been admitted to 
hospital, and a large patent ductus arteriosus was found 
and ligated. After ligation the main murmur had vanished, 
but a short systolic bruit could still be heard in the 
pulmonary area. The baby had made good clinical improve- 
ment. The chest retraction had disappeared, and the weight 
showed a steady gain. However, the Fadiological 
of the heart showed little improvement. Dr. 

that he was confident that the infant would deer pontinaed 
improvement, and he expected that the heart would become 


os eeaahathons Dr. Powell said that alt three infants. had 
large hearts, at an early age. Although the cardiac murmurs 
were not classical machinery murmurs in every case, an 
important feature was the fact’ that..the murmurs were 


thet until “recently it. hed 
been considered that most cases of patent ductus arteriosus 


1 Subsequently, at operatic t ductus arteriosus 
found in the first two ibed by Dr. Powell. In 
infant the ductus approximately six 
metres in diameter compared 
millimetres. 
surgery. 


In each infant 


_ mothers had 


were compensatory to some other cardiac condition, but that — 
belief was He mentioned that at the 


Alfred “Hospital, Melbourne, there had been only one death 


garente who considered that their children were symptom- 
were often pleasantly surprised at the improvement 
after surgery for patent ductus arteriosus. Every patent 
nized, unless there were definite contraindicati to surgery. 
Dr. Brown said that many adults aged from thirty to forty 


years had been referred to him with patent ductus arteriosus 
e cardiac failure. He used Blalock’s technique, 


hed tow wate. He had divided 


the ductus 12 to 15 times, either from choice or from neces- | 
sity. —Division of the ductus was the ideal method in theory, 
but it was more hazardous, and the clamps could slip. 

’ Referring to coarctation of the aorta, Dr. Brown said that 

he had operated on 38 patients suffering from that condition, 

with two deaths. One death was due to hemorrhage from 

torn intercostal arteries, whilst the other was the result of a 

blood infection with a penicillin-resistant strain of Staphy- 

lococcus aureus. The had come apart, and the 

patient had died. 

Dr. Brown said that he had dealt with only three patients: 
with aortic vascular rings, All three had presented with 
peggy! the same symptom pattern as that shown by 

the child whom Dr. Russell Hi had presented. After 
surgical division, | th the stridor had disappeared immediately 
from one child, and in the other child it had lasted three 
months and then had disappeared. The third patient was 2 
woman, aged forty-five years, whose main symptom had 
been dysphagia. That had improved following surgery. 
Dysphagia was the usual presenting symptom in adults 
because the trachea, being hard, was not easily compressed. 

Dr. C. H. Firrs said that he was impressed by the fact 
that many patients suffering from patent ductus arteriosus 
or coarctation of the aorta were very good physical 
specimens. He agreed that sometimes it was difficult to 
persuade parents that surgery was necessary. Dr. Fitts 
then demonstrated the case of a woman, aged twenty years, 
who had been diagnosed as having a patent ductus arteriosus 
with an aberrant right subclavian artery. Dr. Fitts exhibited 
skiagrams which led to this diagnosis. .Recent operation 


_ had confirmed the abnormality. 


Dr, J. M. Garptner referred to two patients whose case 
reports he had presented at the September meeting of the 
Melbourne Pediatric Society. Neither child (one was aged 
twelve years, the other fourteen years) had. a typical con- 
tinuous murmur of. patent ductus orteriosus, yet the 
diagnosis had been confirmed by cardiac catheterization and 
later by surgery. The younger child had since developed a 
typical continuous murmur, probably because the ductus 
had become recanalized. The patient had a history of failing 
to thrive from the age of six to fourteen months, She had 
always been undersized, but after surgery she had gained 
hb ig and height rapidly. The other child since operation 

had gained ten pounds in six months, and was much 
improved clinically. Dr. Gardiner considered that cardiac 
catheterization was a justifiable investigation, but that tech- 
nical difficulties precluded its use in small infants. 
was an easier method of investigation. 

Dr. Howarp WILLIAMs quoted the case history of an infant, 
aged seven months, who had presented with inspiratory and 
expiratory wheeze. Until then -he had thrived well. It 
appeared that laryngeal stridor was unlikely because of the 
expiratory phase. A diagnosis of aortic vascular ring was 
made, and that was confirmed radiologically. It was con- 
sidered that surgery was not indicated at that juncture. At 
the age of eighteen months the baby had pronounced 
stridor, and developed an epileptiform seizure. However, 
over a period of three and a half years the stridor had 
become ype ge d less, and now was heard only when 
the child became excited. Dr. Williams explained that 
stridor, when heard in both inspiratory and expiratory 
phases, was typical of tracheal pee nme in contrast to 
the inspiratory stridor of laryngeal obstruction. That was 
an important differential feature. If the child was left alone, 
probably the stridor would diminish, and it might even 
disappear. As ebaage pe had not developed at the age of 
five years, he might.be quite symptom-free as an adult. 


Dr. KATE CAMPBELL suggested that malnutrition might be 
an etiological factor.in the development of congenital heart 
disease, and said that she could recall two patients with 
congenital cardiac disorders whose mothers had suffered from 
avitaminosis a pregnancy. Warkany had demonstrated 
that congenital deformities were produced in rats — 
had been “ted on a. vitamin-deficient diet. 
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Dr. J. H. CoLEBaTcH supported Dr. Campbell’s statements. 
He said that during the first two to three weeks of 

pregnancy, before mothers knew that they were pregnant, 
they might neglect their diets. Nutritiom-should be adequate 
ai the time of conception. Dr. Colebatch asked whether a 
child with a wheeze but no stridor should be investigated 
for an aortic vascular ring. That especially applied: to a 
child suffering from prolonged asthma. 

Dr. Powell, in reply to. Dr. Colebatch, said that, if 
an aortic vascular ring was of any consequence, stridor 
should be present, or alternatively, in the older age group, 
some degree of dysphagia. Those were prerequisites for 
diagnosis, and it ‘Should be unnecessary to investigate a 


patient with an asthmatic wheeze for an aortic vascular’ 


ring. However, a patient with a minor degree of abnormality 
might be symptomless in the absence of excitement or 


‘respiratory tract infection. 


Dr. LAWRENCE STOKES said that surgery should be life- 
saving to the infants with patent ductus arteriosus whom 
Dr. Powell had demonstrated. There was no doubt that in 
small infants with that abnormality a systolic murmur alone 
might be present. Dr. Stokes quoted the case of a child 
whose patent ductus arteriosus had been treated surgically. 
‘The continuous machinery murmur. had disappeared, but an 
early diastolic murmur had remained. That too had dis- 
appeared in three weeks. Dr. Stokes expressed an opinion 
that it had been due to a dilated pulmonary artery with 
resultant pulmonary regurgitation. After the pulmonary 
artery had become adapted and resumed its normal size, the 


. diastolic murmur had vanished. Dr. Stokes mentioned that 


physical signs of other congenital heart defects could closely 
resemble those of patent ductus arteriosus. 

Dr. T. DupLEY HacGerR asked whether Dr. Officer Brown 
would qualify, in reference to age, the statement “Every 
ductus should be operated upon when diagnosed”. 

Dr, Officer Brown, in reply, said that, in his opinion, 
there was no more risk in operating on an infant with patent 


ductus arteriosus than on a patient belonging to any other 
age group. In fact it might even be safer. A patent ductus 


arteriosus should not be closed as a routine procedure in 


patients twenty-five to thirty years of age, and certainly 
not in patients forty to fifty years of age. In those age 


_ groups surgery was indicated only when symptoms were 


resent, or if there was congestive cardiac failure. It was 
Enown that some people with patent ductus arteriosus had 
lived to a “ripe old age”. 

Dr. Powell stated that he had observed 15 to 18 infants 
less than eighteen months of age who had presented with 


continuous bruits. They undoubtedly occurred. Dr. Powell 
then inquired why there should be such a variation in the 


degree of cardiac embarrassment at all age groups in 
patients with patent ductus arteriosus. He wondered if 
it could have any relationship to the angle of entry of 
the ductus arteriosus into the aorta, so that cardiac 


embarrassment increased as. the line of the ductus 
approached that of the aortic arch. In concluding, Dr. 


Powell mentioned that Munro in 1907, at a post-mortem 


examination, had predicted that surgery would some day be 
the treatment of patent ductus arteriosus. 


Dut of the Past, 


In this column will be published from time to time 
extracts, taken from medical journals, newspapers, official 
and historical records, diaries and so on, dealing with events 
connected with the early medical history of Australia. 


TRANSACTIONS OF THE COLONY IN APRIL AND MAY, 
17892 


AN calamity was now observed among the 
natives. Re ed accounts brought by our boats of finding 
bodies of the Indians in all the coves and inlets of the 
harbour caused the gentlemen of our hospital to procure 
some of them for the purposes of examination and anatomy. 
On inspection it appeared that the parties had died a natural 
death: pustules similar to those occasioned by smallpox 
were thickly spread on the bodies: but how a disease to 
which our former observations had led us to suppose them 
strangers could at once have introduced itself and could 

1 From Account Settlement at Port 
Jackson”, tng Watkin Tench t1781). From the original in the 
Mitchell Library, ~Sydney. 


have spread so widely seemed inexplicable.‘” Whatever 


might be the cause, the existence of the malady could no 
longer be doubted. Intelligence was brought that an Indian 
family lay sicK in a neighbouring cove: the governor 
attended by Arabanoo” and a surgeon went in a boat 
immediately to the spot. Here they found an old man 
stretched before « few lighted sticks and a boy of nine or 
ten years old pouring water on his head from a shell which 
he held in his hand: near them lay a little child dead and a 
little farther off its unfortunate mother: the body of the 
*woman showed that famine superadded to disease had 
occasioned her death: eruptions covered the poor body! from 
head to foot and the old man was so reduced that he could 
with difficulty be got into the boat. 
@ No solution of bes difficulty 7 been given when 
I left the country in ecember, 179 I can therefore 
only propose queries for t the ingenuity ot others to exercise 
itself en: Is it a disease indi igenous to the country? 
Did. the French ships under Monsieur de Peyrouse intro- 
auce it? Let it be remembered that they had now been 
departed more than a year: and we had never heard of 
its existence on board of them. Had it travelled across 
the continent from its Western shore where Dampier or 
other European voyagers had formerly landed? Was it 
introduced by Mr. noook? Did we give it birth here? No 


person among us been afflicted with the disorder since 
we we quitted the Cape of Good Hope seventeen months 
before. It is true that our surgeons had brought out 
variolous matter in bottles; but to infer that 
produced from this cause was a supposition so wild” as. ‘to 
be unworthy of consideration. 
® Arabanoo was a native wh a short time 
previously been seized at Manly and eeeueme to Sydney - 
Cove where he was considerately treated although under 


restraint. It was hoped that reports he would furnish 
his fellows of the mildness and indulgence with which 

he had been treated might reed relations with the 
natives and end the state of petty warfare then existing. 
He did in fact seem to become quite satisfied in his new 
circumstances and was allowed to roam at will without 
attempting. to escape. However, he too contracted the 
prevailing eptiemnic ant and died in May, 1789, although 
“nothing which medical skill and unremitting attention 
could perform were left unexerted to Page. ow his suffer- 
ings and prolong a life which humanity and affectionate 
towards his si compatriots unfortunately 


Correspondence. 


THE FELLOWSHIP OF CHRISTIAN HEALING. 


Sir: Readers of the journal must be grateful to Professor 
Osborne in his letter of the issue of April 17 for reminding 
them of the early Christian belief in demoniacal possession, 
Whether modern medicine has advanced sufficient evidence 
to make this belief no longer tenable is a matter for 


argument. 
33 Collins Street, 


Melbourne, C.1, 
April 23, 1954. 


Yours, etc., 
Kevin O'Day. 


STAPHYLOCOCCAL INFECTIONS IN BABIES. 


Sir: It was with interest that one read Dr. Clair Isbister’s 
letter on staphylococcal infections in babies. Over the past 
twelve months we have seen a similar outbreak in this 
State which has emanated from. maternity hospitals, and 
in which skin pustules and eye infections have predominated. 
Over this same period there has been an increased incidence 
of more serious complications, as neonatal osteomyelitis and 
staphylococcal pneumonia. This latter (which will be 
reported later) has occurred in long-stay cases in older 
children and adults in other hospitals. Like Dr. Isbister’s 
cases, the organism in all these infections is penicillin- 
resistant clinically and in vitro, but responds to the tetra- 
cycline preparations. In the early cases there was a good 


-response to chloramphenicol, but this has not been sustained 


in the later cases. The incidence of infection has been such 
that no one hospital can be incriminated. 

The staphylococcus is widespread in the naso-pharynx 0 
our community today. It is of nuisance value, and may os 
lethal, to many newborn babies. One would suggest that 
we give up paying lip service to the prevention of cross- 
infection and have installed enough running water inside 
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nurseries. and enough gowns, masks, linen and disposable Service Commission gran Captain 
towels. The large traymobile wherein one baby Major) G. A. Rutherford ranted to 8/4012 Cx 26th. 


lies against another as he is taken from nursery to the 
breast should be abolished. And would not these outbreaks 
of infection give a good case for “rooming in” of mother 
and child? Surely it is best to decentralize the possible 
— of infection. Nurses should be ag a not to handle 
their masks; or if they must, to wash their hands after- 
wards. 
These are only a few well-known factors which may help 
in dealing with a preventible disease. And, sir, if preventible 
in hospitals, why not notifiable in this very susceptible age 


group? 
‘Yours, ete., 
260 St. George’s Terrace, . JaMEsS WATSON. 
Perth, 
April 20, 1954. 


TOBACCO SMOKING. 


Sm: The following extract from Professor Max Muller's 

“Chips from a German Workshop” (1898) is hore in 
these days when tobacco smoking is receiving so much 
attention. 

Paul Hentzner published a book of travels in 1598. He 
had visited London in 1596 and “went to the theatres and 
to places Ursorum et Taurorum venationibus destinata, 
where bears and bulls, tied fast behind, were baited by bull- 
dogs. In these places, and everywhere, in fact, as our 
traveller says, when you meet with Englishmen, they use 
herba nicotiana, which they call by an American name, 
Tobaca or Paetum. The description deserves to be quoted 
in the original: oR 

‘Fistule in hunc finem ex argilla fact orificio | 
dictam herbam probe exsiccatam, ita ut in pulverem facile 
redigi possit, immittunt, et igne admoto accendunt, unde 
fumus ab anteriori parte ore attrahitur, qui per nares 
rursum, tamquam per infurnibulum exit, et phlegma ac 
capitis defluxiones magna copia secum educit.’”? 

Yours, etc., 


Church Street, Joun D. MAvpDeE. 


Wollongong, 
New South Wales. 
March 30, 1954. 
Maval, Bilitary and ir Force. 


APROINTMENTS. 


Tue following Siciiicliideta: changes et cetera have been 
promulgated in the Commonwealth of Australia Gazette, 
Number 23, of April 14, 1954. 


Naval Forces oF THE COMMONWEALTH. 

Citizen Naval Forces of the Commonwealth. 
Royal Australian Naval Reserve. 
Appointments.—John Henry Begg and Anthony Sutherland 
Paton are appointed Surgeon Lieutenants with seniority in 
rank of 15th January, 1950, and 23rd November, 1953, 
respectively, dated 8th December, 1953, and 25th January, 
1954, respectively. Ian Stuart Collins is appointed Surgeon 

Lieutenant, dated 10th February, 1954. 


AUSTRALIAN MILiTaRyY Forces. 
Royal Australian Army Medical Corps (Medical). 


The Short Service Commission granted to 2/40135 Captain 
J. V. C. Brassil is extended until 19th May, 1955. 


(provisionally) R. J. is appointed from 
the Mili Forces, and be 


tary Captain, 15th 
"1954, with a Short for a 
period of one year. 


1“They insert the said plant, thoroughly dried so that it can 
be easily reduced to a powder, in the rear opening of a pipe 
clay for the passes, and light it by applying 
from it smoke is drawn in by the ne gg ole from hae front — 
{of the pipe]; this goes out backwards thro the nose, 
quantity.’ 


away. 


February, 1954. 
3/40112 Captain G, A. relinquishes the 


Officers (Royal y Medical Corps (Medical). 
(8rd Military District), 27th February, 1964. 


Citizen Military Forces. 
Northern Command: First Military District. 

Royal Australian Army Medical Corps (Medical).—1/48710- 
Colonel K. B. Fraser, C.B.E., E.D., relinquishes the appoint- 
ment of Deputy Director of Medical Services, Headquarters,. 
Northern Command, and is placed upon the Retired List (ist 
Military District) with. permission to retain his rank and. 
wear the prescribed uniform, 29th March, 1954. 1/39001 — 
Lieutenant-Colonel C. F. Marks, from command llth Field. 
Ambulance, is appointed Deputy Director of Medical Services,. 
Headquarters, Northern Command, and to be Temporary 
Colonel, 29th March, 1954. 1/43716 Major T. R. Biggs is. 
appointed to command iith Field Ambulance, and to be- 
Temporary Lieutenant-Colonel, 29th March, 1954. 

Royal Australian Army Medical Corps (Medical) —The- 
provisional rank of. 1/39083 Captain R: Cantamessa is con-. 
firmed. 1/39152 Captain (provisionally) J. E. Mackay 
relinquishes the provisional rank of Captain and is trans- 
ferred to the Reserve of Officers (Royal Australian Army 
Medical Corps (ist Military District) in the- 
honorary rank of Captain, 15th December, 1952. 


Eastern Command: Second Military District. 
Royal Australian Army Medical Corps (Medical).—To be 
Captain (provisionally), 26th February, 1954: 2/61553 Kenelm 
John Witherington Stump. 


Western Command: Fifth Military District. 


Royal Australian Army Medical Corps (Medical).—6/32261 
Captain M. Connaughton is appointed from the Reserve of 
Officers, and to be Temporary Major, Ist January, 1954. 


Reserve Citizen Military Forces. 
Royal Ausutralian Army Medical Corps (Medical): First 
Military District. 
To be Honorary Captains.—Stanley Paul Stevens, — 


February, 1954, Peter Moore Smith and Eric W: 
1st Marek, 1954, and Grahame Frank Dixon, 9th March, 1954. 


RoyaL~ AUSTRALIAN AIR FORCE. 
Permanent Air Force. 
_ Medical Branch. 

Group Captain R. B. Davis (033026) is appointed to be 
Honorary Physician to His Excellency the Governor-General.. 

Squadron Leader W. L. Rait (033068) is appointed to a. 
permanent commission, ist December, 1953. 

Squadron Leader A. S. Tredinnick (021945) is transferred. 
from the Special Duties Branch with seniority as from ist 
July, 1951. 

The substantive rank of Squadron Leader A. S. Tredinnick. 
(021945) is confirmed. 

Squadron Leader J. F. Howell-Price (023025) is trans- 
ferred to the Reserve, 6th February, 1954, on — of 
his short-service commission. 


Active Citizen Air Force. 
Medical Branch. 
No. 24 (City of Adelaide) Squadron.—Flight Lieutenant 
Sure — — is transferred from the Reserve, 7th. 


Air Force Reserve. 
Medical Branch. 
The following former officer is appointed to a commission, 
2nd December, 1953, with the rank of Flight Lieutenant: 
L. K. Rasmussen (025614). 
The following are appointed to commissions with the rank: 


of Flight or Bishop (56387), 
November, iiiiam Carrick Heath (431773), 26th 


January, 1954. 
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Flight Lieutenant G. M. Bedbrook (257798) is promoted to 
the temporary rank of Squadron Leader, 15th December, 
1953. 

The provisional appointment of the following Pilot Officers 
is confirmed and they are promoted to the rank of Flight 
Lieutenant, 27th January, 1954: D. C. Swan (023627), R. J. 
Gaal (024217), R. H. — (023628), P. W. Sundin (023629), 
I. L. Thompson (023630), P. C. M. Wilson (023632). 

The appointment of Group J. N. Leleu, 0.B.E. 
(¢3178) as Honorary Physician Excellency the 
Governor-General is terminated. “a Min. No. 18— 
Approved 8th April, 1954.) 


Post-Graduate Tork. 


THE POST-GRADUATE COMMITTEE IN MEDICINE IN 
THE UNIVERSITY OF SYDNEY. 


Alteration of Lecture in Annual, Subscription Course. 


_Mempers of the annual subscription course are advised 
that, owing to a change in his itinerary, Dr. Bradley 
Patten’s lecture arranged for Tuesday, May 18, 1954, at 
8.15 p.m. has been. cancelled. This lecture  entitted 
“Micromoving Pictures and Electrocardiographic Studies of 
Embryonic Heart Action” will now be held on Wednesday, 
June 9, 1954, at 8.15 p.m., in the Stawell Hall, 145 Macquarie 
Street, Sydney. The talk will be a combination of the 
following two lectures: “A Moving Picture Study of the First 
Heart Beats and the Beginning of the Embryonic Circula- 
tion” and “Changes in the Location of the Pacemaker and 
the Correlated Changes in the Electrocardiographic Pattern 
of the Embryonic Heart”. Electrical recordings made by 
utilizing three-stage radio amplification show the steps in 
the development. of an electrocardiogram of adult pattern, 
and the study as a whole gives the developmental back- 
ground of the physiology of the adult sino-ventricular con- 
duction system. Dr. Bradley Patten is Professor of Anatomy 
and Director of the Anatomy Department of Michigan vn 
of Medicine, Ann Arbor, Michigan. — 


Qustralian Medical Board Proceedings. 


NEW SOUTH WALES. 


Tup following have been registered, pursuant to the pro- 
visions of the Medical Practitioners Act, 1938-1950, as duly 
qualified medical practitioners (unless otherwise stated, the 
qualifications in each case are M.B., B.S., 1954, Univ. 
Sydney): Allman, John Gordon; Appleby, Bruce Robert; 
Asprey, Raymond Vincent; Bain, John Joseph; Baker, 
William Leslie; Barclay, William Arthur; Barnes, Jack 
Felstead; Bedville, Bryant Lewis; Bennett, Andrew Gordon 
Gregory; Bernstein, Louis; Blow, John Sydney; Boden, 
Richard William; Booth, Joan Cooper; Bowie, Marion Louie; 
Bracken, Barry Carsluith; Brady, Allan Jasper; Brake, Ian 
Terence; Brennan, Maurice Joseph; Brindal, Colin Frederick; 
Broughton, Peter William Stafford; Bull, Robert Russell; 
Burgess, Geoffrey Watkins; Cam, Donald Edmund; 
Campbell, Ian Alexander; Campbell, Mary Stewart; Cappe, 
Philip Francis; Carr, Edwin William; Carruthers, Malcolm 
Francis; Carter, Peter Geoffrey; Cass, Alexander Samuel; 
Chapman, Maxwell James; Christie, Gwenda Joy; Clarke, 
Frederick Brian Norton; Clarke, John Richmond; Clayton, 
Maxwell Richmond; Cleeve, Noel Pitt; Coleman, Roger 
Henry; Collins, Geoffrey Morison; Conaghan, John Peter; 
Connors, Kevin Patrick; Cooke, Samuel Lindsay; Coombes, 
Bruce William; Coyne, John Reynolds; Cranney, Kenneth 
Sidney; Crooks, John Yale; Cumming, William James; 
Cummings, Noel; Daniel, Ralph; Da Roza, Charles Bruno; 
Davies, William Edward Lewis; Dawes, Peter Douglas; 


‘Dearman, Patricia Heather; Deegan, Noel Errol; Deller, 


Donald John; Delves-Deffee, Edward Peter; Dobbie, John 
Alastair; Dixon, George Evan; Doust, Ian Stafford; Duncan, 
Howard; Dunlop, Ian Critchley; Egan, John Desmond; Ellis, 
Kenneth James; English, Cecil Hampshire; Facer, Kenneth 
James; Farrell, John Caldwell; Feain, Leo Arthur; Fenwick, 
John; Firkin, Barry George: Florance, Brian; Florance, 
Ian Hugh; Fox, Mary Louise; Fraser, Ann Dale; Frith, 
Mary BHileen; Gaal, Robert James; Gardner, Thomas Joseph; 
Gemenis, Cedric Matthew; Gengos, Don Constantine; 
Georgeson, Laurence Edwin; Glover, Patricia Mary; Gold- 
rick, Robert Brian; Graham, Charles Edmund; Haig, David 


DISEASES NOTIFIED IN EACH STATE AND TERRITORY OF AUSTRALIA FOR THE WEEK ENDED APRIL 17, 1954.2 


New Australian 
Disease. South Victoria. South Western Tasmania. North —— Australia. ° 
4 Wales. minnie Australia. | Australia. Territory. tory. 
Acute Rheumatism .. 
Ape lostomiasis 28 1 29 
Brucellosis .. 
Homo! Serum Jaundice 43 
Leptospirosis .. os 2(1) pi 2 
Paratyphoid .. 1(1) Lie 1 
P ga 15(6) 3(2) 7(6) 14(8) 51 
Scarlet Fever 146) 29(18) 2(2) 4(4) 2(1) 1 52 
Tuberculosis .. .. 27(23) 25(19) 1818) 8(7) 2(1) 2(1) 1 


Figurés In parentheses are those for the metropolitan area. 
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Bruce; Harris, ; Harris, Michael James; Healey, 
Joseph; Hehir, John Desmond; Hickson, John Appointments. 

man, Henry ue n, ylor; 
Holland; Victor Wallace; Hollings, Raymond Moulton: House, German has Dean, appcinted medical superinton- 
Harry; Huxtable, Bernard Ralston; Ireland, Desmond “ 
Joseph; Johnson, Peter Arundel; Jones, Brian Edmund; Dr. o) F. Bradfield has been sorcinted government medical 
Jones, Keith Oswald Atkins; Jordan, Geoffrey Ellis; Kelly, Officer at Julia Creek, Queenslan 
William Mortimer; Killingback, Marcus James; Koorey, Dr. C. Checchi has been avers a Nerney rpappd of the . 
Stanley George; Lark, Elizabeth Anne; Leckie, Robert Shire of Ararat Waterworks Trust, Vi 


David; Ledermann, Ruth; Le Lievre, Leslie Ronald; Lilley, 
Leonard Bruce; Linegar, Valerie June; Linklater, th ; 
Lock, Raymond Junior; Lowe, Alice Marie; Lucas, Noel 
Alfred; Lumer, Rodney Hugh; McAlary, Robert Stratton: 
McCarthy, John Brian; McDonald, Anthony John; McDonald, 
Keith; McGrath, Philomena; McKessar, John Hubbard; 
brose John; McRae, James; MacMahon, 
Patricia Ann; Mansfield, Colin 


Harrison; ; 

Raymond John; Massie, Hugh Hamon; Mayer, Beris Olwyn; 
Merrifield, Alan John; Meyers, John; Mishkel, Maurice Alan; 
Mitchell, Henry James; Moulton, John Egan; Munro, Frank 
Edward; Murphy, Arthur: James O’Grady; Musgrave, Paul 
Anthony Baker; Nelson, David Yeates; Newlinds, John 
Stuart; Ng, Yook Wee; Nicholson, Margaret Faith; 
Norington, Bradney William; North, Brian Keith; Oeding, 
Francis Joseph; Paczowsky, Johannes Robert; Patterson, 
Robert William; Payne, William Harold; Pelly, Anthony 
D'Arcy; Pfeifer, Albert; Posney, Kazimierz; Raine, June 


Alice Mary; Rugless, Eric; Sanderson, Erle Jack; Sarfaty, 
Gordon Alfred; Saxton, John; Scott, Andrew Murray; Scott, 
Ellison; Seaton, Douglass George; Segall, Margot; Segelov, 
Phillip Myer; Seidel, Ulric Paul; Selby, Theodore; Sharrock, 
Keith Douglas; Shearman, Brian Thomas; Silverton, Robert 
Peter; Skinner, Haydn French; Smith, Robert Gordon; 
Spencer, Owen Lisle; Sproule, Brian Creighton; Stange, 
Fay Joan; Stark, Harry; Storey, Gilbert Norman Bruce; 
Sundin, Paul William; Swan, David Chetham; Sweetapple, 
‘William Edmond; Talley, Nicholas Alexander; Taylor, Hugh 
Edmund Carlyle: Tebbutt, Robert John Limbury; Thew, 
Ian Phillip; Thompson, Ian Lyall; Tomasiello, Patrick Peter; 
Tomlin, Alwynne Dorothy; Tooth, Maxwell John; Travers, 
Desmond Benedict; Trief, Miriam Margaret; Velens, Victoria 
Lydia; Verge, John Mackay; Vickers, John William; Waddy, 
Phyllis Mary; Wagner, Gerhard Richard; Walker, William 


Lawes; Wilson, Peter; Wilson, 

; Woodforde, John 
Marcus; Woolridge, John David; Wright, Jean; Young, 
Ailsa Margaret; Young, Richard Vousden;. Zorbas, John; 
Ewing, Donald Peter, M.B., 1954 (Univ. Sydney); Gray, 
Ronald McKay, M.B., 1954 (Univ. Sydney). 

The following additional qualifications have been regis- 
tered: Davis, Florence May (M.B., BS., 1948, Univ. Sydney), 
D.C.P., 1953, Univ. Sydney; Evans, Cyril Percival Victorious 
{(M.B., B.S., 1945, D.T.M., 1946, Univ. Sydney), M.R.C.P. 
(London), 1953. 


QUEENSLAND. 


Tue following have been registered, pursuant to the pro- 
visions of The Medical Acts, 1989-1948, as duly qualified 
medical practitioners: Jones, Anthony Charles, M.B., B.S., 
1951 (Univ. Sydney); Brown, Bruce Alexander, M.B. 

1952. (Univ. Sydney); Finney, Dallas, M.B., B.S., 1952 “Mniv. 
Cunningham, 


Sydney); Angus Brian, M.B., B.S., 1958 (Univ. 

Sydney); Hancock, John Owen, MB. BS., 1952 (Univ. 

—: Wilson, Kenneth Peter, M.B., B.S., 1954 (Univ. 
ey 


The following additional q registered 
G Piero Bruto, D.G.O. (Trinity College, Dublin), 
D.Obst., RCOG. (London), 1950, MRCOG. (London), 


Deaths. 


Tue following deaths have been announced: 


North Balwyn, Victoria. 


Lsy.—Charles Pattinson Ley, on April 22, 1954, at Sydney. 


Dr. A. Turner has been appointed a part-time ofcer of 
ustralia. 


health in South A 


Dr. Babette Josephine Worling has been appointed to the 
School Medical Service in the Department of Public Health 
of New South Wales. 

Dr. J. A. C. Brassil has been appointed to the Division of 
Mental Hygiene in the Department of Public Health of 
New South Wales. 


Diarp for the Wonth. 


May 11—New South Wales Branch, B.M.A.: Executive and 
Finance Committee. 


May 14.—Queensland eae B.M.A.: Council Meeting. 
May 17.—Victorian Branch, B.M.A.: Finance Subcommittee. 
May Wales Branch, B.M.A.: Medical Politics 


“Medical Appointments: Important Motice. 


CTITIONERS are requested not to 


Institute. 
those desiring accept appointments to any COUNTRY 
HOSPITAL or pm outside Australia are vised, in 
their own interests, to submit a copy of 
the Council before signing. 

South Australian Branch (Honorary Secretary, 178 —2 

— Adelaide): All Contract Practice appointments 

ustralia. 


Western Australian 


t of Public Health. 


Tasmania: 
coast of Tasmania. 


ment appointm with th 
Departmen 


Cvitorial Motices, 


Manuscripts forwarded to the — of this cannot 
under any circumstances be return articles . for- 
warded for publication are saienaeas oe to be offered to THE 
— JOURNAL OF AUSTRALIA alone, unless the contrary be 


sta ‘ 
All communications should be addressed to the Editor, THs 
MEDICAL JOURNAL OF AUSTRALIA, The Printing Ho Seamer 
Street, Glebe, New South Wales. (Telephones: MW 2651-2.) 
Members and subscribers to the Manager, 
THe MEDICAL JOURNAL OF Seamer Street, aa 
New South Wales, without of irregularity in 
delivery of this journal. The t cannot accept on 


responsibility or recognize any Sacer ag age out of non-receipt 
= — such notification received within one 
on: 


SUBSCRIPTION RatTes.—Medical students and 
receiving THE MEDICAL JOURNAL OF AUSTRALIA virtue 
of the Branches of the British Medical 

ee can become subscribers. to the journal by 

the Manager or through the usual agents and book- 

Supscriptions can commence at ing of onl 
are renewable on December rate is 

= within Australia and the Beitiah Commonwealth of 

tame, Gael £6 10s. per annum within America and foreign 

countries, ‘payable in advance. 


| 
Frank; Rivett, Howard Maitland; Roberts, John; Rosler, : 
4 
Warren, Agnes Grace; Wheeler, "Valmae June Mackay: 
(Honorary Secretary, 205 t 
Norseman Hospital; all Contract 
Practice appointments in Western Australia. All govern- 
exception of those of the 


